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ANU 


Kaposi (1872) was the first person to 
establish a relationship between chronic dis- 
coid and acute disseminated lupus erythema- 
_ tosus. He noted that in some cases chronic 

discoid lesions preceded the onset of the 
acute disseminated disease, and in other 
cases followed it. Most subsequent ob- 
servers have accepted this relationship. Thus, 
for example, in one large series approxi- 
mately 25% of 121 cases of subacute dis- 
seminated lupus erythematosus began as the 
chronic discoid form, while about 20% of 
-62 cases of the acute disseminated disease 
originally presented with chronic discoid 
lupus erythematosus (Montgomery and Mc- 
Creight, 1949). 

Many _ hematological abnormalities have 
been’ described in disseminated lupus ery- 
thematosus, including hypochromic and 
hemolytic anemias, leucopenia, granulopenia, 
eosinophilia, thrombocytopenia, increased 
erythrocyte sedimentation rate, cold agglu- 
tinins, a positive direct Coombs test, and lu- 
pus erythematosus cells (L. E. cells) (Mi- 
chael, Vural, Bassen, and Schaefer, 1951; 
Shearn and Pirofsky, 1952; Gold and Gow- 
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ing, 1953; Ross and Wells, 1953; and 
others). The hematological state of patients 
suffering from the chronic discoid form has, 
however, received relatively little attention. 
For example, Wilson and Jordon (1950) 
had the impression that in some cases of 
the chronic discoid disease which ultimately 
underwent acute or subacute dissemination, 
a leucopenia developed during the interval 
between the appearance of the chronic discoid 
lesions and dissemination. They indicated, 
however, that a definite statement could not 
be made as leucocyte counts are not routinely 
carried out, nor are other blood investiga- 
tions performed in cases of chronic discoid 
lupus erythematosus. In a few patients with 
the chronic discoid disease, however;-some 
hematological abnormalities have been re- 
ported (Dubois, 1952; Cohen and Cadman, 
1953). What is the percentage of patients 
showing such changes, and does their pres- 
ence indicate that a more guarded prognosis 
should be given in these cases? Cohen and 
Cadman (1953) believed that the answer 
to this question would materialize only after 
a large number of cases had been followed 
for a long period of time. We had previously 
found L. E. cells in the peripheral blood of 
seven cases of chronic discoid lupus ery- 
thematosus (Marten and Blackburn, 1953) 
and had decided to investigate clinically and 
hematologically cases of lupus erythemato- 
sus seen in the Sheffield area between 1948 
and 1952. 
METHODS 


All cases of lupus erythematosus attending 
the Rupert Hallam Department of Derma- 
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tology at The Royal Infirmary, Sheffield, 
were examined by one of us (R. H. M.) 
and referred for hematological assessment 
to the other (E. K. B.). Further cases were 
referred to us from other local hospitals. 
Those patients in whom the clinical and/or 
histological diagnosis was in doubt were 
excluded. The present series of 77 cases in- 
cludes 66 of the chronic discoid disease,:6 
of the generalized discoid type, 4 of subacute, 
and 1 of acute disseminated lupus erythema- 
tosus. . 

A satisfactory classification of lupus ery- 
thematosus is difficult to evolve, as cases 
in which cutaneous lesions are the only 
clinical abnormality may show laboratory 
abnormalities suggesting systemic involve- 
ment. We agree with Cohen and Cadman 
(1953) and with Gold and Gowing (1953) 
that all gradations of severity are seen be- 
tween the chronic discoid and acute varieties 
of the disease. However, O’Leary’s (1934) 
clinical classification into chronic discoid, 
generalized discoid, subacute, and acute dis- 
seminated lupus erythematosus is simple and 
is still perhaps the most generally acceptable. 
It has been used as the basis of subdivision 
in this series. 

The following laboratory investigations 
were performed on all cases: 

1. Hemoglobin estimations. These were made in 
an M. R. C. photometer (King, Wootton, Donald- 
son, Sisson, and Macfarlane, 1948) using oxy- 
hemoglobin (100%=14.8 gm. per 100 ml.). The 
lowest normal level was taken as 14 gm. per 100 ml. 
for males and 12 gm. per 100 ml. for females 
(Whitby and Britton, 1953, p. 46.). 

2. Red cell counts. A standard method using an 
improved Neubauer counting chamber (Whitby and 
Britton, 1953, p. 696) was used. The lowest normal 
level was taken as 4,500,000 per cu. mm. for males 
and 4,000,000 per cu. mm. for females (Whitby and 
Britton, 1953, p. 48). 

3. Total leucocyte counts. The method is de- 
scribed by Whitby and Britton (1953, p. 700), an 
improved Neubauer counting chamber being used. 
A range of 4000-11,000 per cu. mm. was considered 
normal (Whitby and Britton, 1953, p. 28). 

4. Differential leucocyte counts were performed 
on Leishman-stained films, using a battlement tech- 
nique (Whitby and Britton, 1953, p. 705). One 
hundred cells were counted in each instance. Nor- 
mal values (Osgood, Brownlee, Osgood, Ellis, and 
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Cohen, 1939) were as follows: neutrophile poly- 
morphonuclears 1500-7500 per cu. mm., lymphocytes 
1000-4500 per cu. mm., monocytes 0-800 per cu. mm., 
eosinophiles 0-400 per cu. mm., and_basophiles 
0-200 per cu. mm. 

5. Platelet counts. Platelets were counted by the 
Lempert (1935) method. The normal range was 
150,000-350,000 per cu. mm. 


6. Erythrocyte sedimentation rate. Wintrobe and 
Landsberg’s (1935) method was used. The normal 
range for men was 0-9 mm. and for women 0-20 
mm. in one hour, while the normal range for both 
men and women after correction for the packed cell 
volume was 0-10 mm. in one hour. 


7. Cold agglutinin ‘titer. This was determined by. 
the method described by Whitby and Britton (1953, 
p. 778). 


8. Direct Coombs test. This test was made as 
described by Dunsford, Cowen, and Malone (1951). 


9. L. E. cell determination. L. E. cells were 
detected in the peripheral blood by the method of 
Eppes and Ludovic (1951) elaborated by Marten 
and Blackburn (1953). The number per 500 leuco- 
cytes was determined by one of us (E. K. B.). 


In most cases the full hematological in- 
vestigation was made once only on the day 
of the clinical examination. Loewi’s (1952) 
quantitative assay of L. E. cells and the 
heparin tolerance test described by Borrie 
(1951) were not performed. 


RESULTS 


Classification (Table 1).—Of the 77 cases, 
66 had chronic -discoid, 6 had generalized 
discoid, 4 subacute disseminated, and 1 acute 
disseminated lupus erythematosus. 


Sex Distribution.—Of the 66 chronic dis- 
coid cases, 50 were female and 16 male; 
4 females and 2 males had the generalized 
discoid disease, 2 females and 2 males the 
subacute disseminated variety, and the single 
case of acute disseminated lupus erythemato- 
sus was female. The preponderance of fe- 
males is in accord with the experience of 
most workers in this field. 

Age of Onset (Table 2).—In the chronic 
discoid cases this varied from 12 to 67 years. 
The maximum incidence lav between 20 and 
44 years and approximates that found in 
other series of cases (Montgomery and 
McCreight, 1949: Cohen and Cadman, 1953 ; 
and others). 
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TABLE 1—Symptomatology and Hematological Data 








RE GE NGG eS eis 5 coe Sede Bic vnsnneveseedeus secs 
Duration of disease at time of assessment.......... 
Precipitating factors 
TAWORE CROUUEE oo oa 66 Sic ods da bewesaddicectascscoenes 
TIRING ssp oie Bick cach deka iadcncevdedbeies’ a 
Aggravating factors 
CITE UID ios a ons ev codecs cccdks vesiebaceneeedics 
CN RINN iors bras vcd cat cknnceseusscesenbetes 
Sunlight and cold............ccccsccecccccesecccce 
Gold injections 
Cutaneous lesions 
ASEPAISIA OF: MICS. oo iv. cnc Kscigicecsccvedecics 
Myalgia 
Weight 
MMV: Sin ob Soh phebisdvhanmiha eeha pes tnseeesh abareee 


PR eee eee ewe eee e eens ee nessa aeeeeeee 


PTI ov ocd at eo Wen perch noe yte ws vNckeseetaccseepseees 
pS BONN A ap PUM ONPA RAT bed pr eee Te Tet Pe 
Lymphopenia 
NIG oo i oka G45 kone see cua vavbebdddacdnvoncoeseres 
Thrombocytopenia 
PURE TRS Sc ka poo atas oh cb seated aes vetevcavascdees 
Cold agglutinins (see text)...........cccceesececceees 
Direct Coombs test positive..........+-.cceeeeeeeeees 
Re ED ivan sa eeKsas ccwhecsues civeearphesangerasienees 


Chronic Generalized Subacute Acute 
Discoid Diseoid Disseminated Disseminated 
66 6 4 1 
M. 16, F. 50 M. 2, F.4 M. 2, F. 2 F 
12-67 yr. 83-61 yr. 29-65 yr. 23 yr. 
<1-31 yr 2-20 yr. 1-12 yr. 2mo. 
3 we 
P 1 
41 4 2 ee 
2 1 o 
5 ae ee 
s ée 1 e 
66 6 4 1 
12 8 2 ee 
4 
5 2 1 
17 2 1 
oe oe 4 1 
3 1 3 1 
2 1 1 1 
4 1 1 
5 ‘ ee 
8 1 
1 Pe 
2 3 1 1 
24 3 4 1 
3 
2 2 ee 
9 2 4 





TABLE 2.—Age of Onset of Disease 








Age in Years 
A. 





Type of Disease 


Chronic discoid ..............sececeeceseees 1 4 
Generalized discoid ................eeeeeeee ad ea 
Subacute disseminated 
Acute disseminated .............0eeeeeeeees 


>” ‘ 
10-14 15-19 20-24 25-29 30-34 35-39 40-44 45-49 50-54 55-59 60-64 65-69 


13 10 ll 8 3 5 oe 2 2 
oe 2 2 1 ae ws ee 1 . 
1 ee 1 e 1 ee ee oe 1 





TaBLeE 3.—Duration of the Disease at the Time of Examination 








Duration in Years 
A. 





— 

Type of Disease 02 24 46 68 8-10 
Chronic discoid .............-.+.06 i 6 7 
Generalized discoid ............... 1 2 ee 1 ee 
Subacute disseminated ........... 1 1 a 1 
Acute disseminated ............... 1 


10-12 12-14 14-16 16-18 18-20 20-22 22-24 24-26 26-28 28-30 30-82, 
4 2 2 1 2 ee ee 3 es 1 1 
‘ 1 e- 1 *e ee os ee ee oe 
1 Pr s “e ee ae es es ee ee a 


- 





Duration of the Disease (Table 3).—This 
refers to the time between the onset of the 
disease and the date of the examination. It 
varied between less than 1 year and 31 years 
in the chronic discoid group, most cases (50) 
having had the disease for less than 10 years. 

Precipitating Factors.—Three cases of the 
chronic discoid type followed local trauma, 


while one case of subacute disseminated lupus 
erythematosus followed exposure to sun- 
light. No other precipitating factors, in- 
cluding infections, drugs, and physical agents, 
were found in this series. 

Aggravating Factors.——Sunlight alone ag- 
gravated 41 cases of chronic discoid, 4 cases 
of generalized discoid, and 2 cases of sub- 
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acute disseminated lupus erythematosus, 
while cold alone intensified the skin lesions 
in 2 cases of the chronic discoid and 1 case 
of the generalized discoid type. A further 
five cases of the chronic discoid form were 
aggravated by both sunlight and cold. In 
only one case (subacute disseminated dis- 
ease) was the disease process aggravated 
by drug therapy, namely, by gold injections. 


SYMPTOMATOLOGY 


Cutaneous Lesions—(a) Chronic Dis- 
coid: All cases at some stage showed the 
features considered to be typical of this dis- 
ease, i. e., fixed erythema, adherent scaling, 
follicular plugging, atrophy, and telangiec- 
tases on the face, neck, and scalp. Varying 
grades of activity were observed. Nine cases 
showed no evidence of activity; forty-seven 
had active lesions, and in the remaining 
ten cases both scarred and active lesions 
were present in the same patient. The scalp 
was involved in 19 cases, and in 2 of these 
it was the only site affected. 

(b) Generalized Discoid: Both active and 
inactive lesions were seen in five patients 
and inactive areas only in one case. The 
scalp was affected in two cases and the hands 
and feet in five patients. 

(c) Subacute Disseminated: Of the four 
cases one showed active lesions only, while 
the other three had both scarred and active 
areas. The erythema in these cases was more 
striking than in the previous groups and 
often showed a violaceous hue. The hands 
and feet were involved in all four patients 
and the scalp in three. 

(d) Acute Disseminated: This patient 
showed marked facial edema, and angry 
erythema of the face, V of the neck, scalp, 
hands, and feet. Scaling and hemorrhagic 
crusting were present on the face and scalp, 
and telangiectases were seen around the 
proximal nail folds. A detailed report of this 
case has already been published (Marten, 
1953). 

Arthralgia or Arthritis —Twelve cases of 
chronic discoid lupus erythematosus com- 
plained of transient intermittent joint pains. 


4 


The significance of these was in most cases 
difficult to assess. In only two cases were 
objective signs present, one of these being a 
female patient who had rheumatoid arthritis 
affecting the fingers, elbows, and knees, 
Two cases of the generalized discoid form 
had joint pains, while a further case had 
originally suffered from these but had had 
no joint symptoms for five years. Fleeting 
joint pains were also experienced by two 
patients with the subacute disseminated dis- 
ease. No objective signs were present in any 
of the patients in the last two groups. 
Myalgia.—Three cases of the chronic dis- 
coid type had generalized muscular pains, 


TaBLe 4.—A Comparison of Numbers of Cases of 
Chronic Discoid Lupus Erythematosus with 
and Without Hematological Abnormalities 








With Without 
Hemato- Hemato- 
logical logical 
Abnormal- Abnormal- 
ities (36) ities (30) 
Average duration .................- 7.6 years 7.6 years 
Weight loss ..........ccccceccecces 2 cases 3 cases 
Weight gain .............. ec ccc eeee 8 cases 9 cases 
Arthralgia or arthritis........... 8 cases 4 cases 
WEP se Aan bckeun dukess cacvenecen 2 cases 2 cases 
Aggravated by sunlight only..... 20 cases 21 cases 
Aggravated by cold only......... 2eases = -eseeee 
Aggravated by sunlight and cold 3 cases 2 cases 
Active lesions only...............6 29 cases 18 cases 
Inactive lesions only.............. 4 cases 5 eases 
Active and inactive lesions........ 3 cases 7 cases 
Affection of scealp................. 9 cases 10 cases 





and one suffered from low-back pain, again 
without any abnormal physical signs. 

Weight—Loss of weight varying from 
14 Ib. in six months to 56 Ib. in seven years 
occurred in five cases of the chronic discoid 
type. In one case only did recent loss of 
weight coincide with the onset of the disease. 
Two cases of subacute disseminated and the 
single case of acute disseminated lupus 
erythematosus had also lost weight. One 
of the former cases, however, was found 
to be suffering from bronchial carcinoma. 
A gain in weight was experienced by 17 
cases of the chronic discoid, 2 of the gen- 
eralized discoid, and 1 of the subacute dis- 
seminated forms. In the remaining cases 
(44 chronic discoid, 4 generalized discoid, 
and 1 subacute disseminated) the weight was 
constant. 
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Fever.—Fever was present only in the 
acute and subacute disseminated cases. 

Mucosal Involvement.—Three cases of 
chronic discoid lupus erythematosus were 
found to have lesions in the mouth. In one 
of these cases white streaks were observed 
on the buccal mucosa, tongue, and palate, 
while in the other female case white scars 


_ with depressed centers were observed on the 


inner aspects of both cheeks. Ulcers in the 
mouth occurred during the administration 
of gold in the first case, and in the second 
there was a history of recurrent ulceration 
which had cleared during gold therapy. 
Although it is possible that these lesions 
were associated with lupus erythematosus, 
it seems more likely that they were the end- 
result of the previous ulceration. In neither 
case did the lesions show the features usu- 
ally seen in this disease. The appearances 
in the first case were more suggestive of 
lichen planus, but the skin lesions were quite 
typical of lupus erythematosus. These muco- 
sal changes were present before quinacrine 
(Mepacrine) had been administered. The 
third patient (male) had reticulate white 
streaking on the buccal mucosa and white 
patches on the tongue. However, simultane- 
ously he had a lichenoid quinacrine eruption 
on the arms, and it is considered that the 
mucosal lesions, which were indistinguishable 
from lichen planus, were attributable to 
treatment with this drug. Thus no mucosal 
involvement unquestionably attributable to 
lupus erythematosus was found in the 66 
cases of the chronic discoid form. 

One male patient with the generalized 
discoid disease showed a raised white plaque 
on the buccal mucosa resembling leucoplakia, 
but there were no other physical signs sug- 
gestive of syphilis, and the Wassermann 
reaction was negative. Erythematous patches 
with white scarring of the palate, present 
prior to quinacrine therapy, were seen in 
one female case of the subacute disseminated 
form, while in one male case lichen-planus- 
like lesions in the mouth were associated 
with a widespread lichenoid eruption. In 
the other case white scarring was present 
on the inner aspects of both cheeks. There 


was no history of previous ulceration, lichen- 
oid eruption, or quinacrine therapy in the 
latter case. The mucous membranes of the 
lips and mouth were eroded and hemor- 
rhagic in the acute disseminated case (Mar- 
ten, 1953). 

Thus in only 8 of the 77 cases were 
mucosal lesions found. Two cases also had 
a lichenoid skin eruption, and in two further 
cases the association of the mucosal lesions 
with lupus erythematosus seems very doubt- 
ful. Of the remaining four cases, in one the 
association with lupus erythematosus is pos- 
sible but not definite, while in two cases 
of the subacute disseminated and in the one 
of acute disseminated lupus erythematosus 
the changes were considered to be attrib- 
utable to lupus erythematosus. 

Internal Involvement——The spleen was 
just palpable on deep inspiration in two 
male chronic discoid cases. One also had 
significantly enlarged inguinal lymph nodes. 
No other abnormalities were found, nor was 
any cause found for the splenomegaly. 
Smooth, painless hepatomegaly reaching 4 in. 
below the right costal margin was found in 
one male generalized discoid case. As in these 
three male cases the findings were unasso- 
ciated with other signs of constitutional 
disturbance, their clinical classification was 
not revised. Some may object that enlarge- 
ment of the spleen and/or liver is known 
to occur in systemic lupus erythematosus, 
and that therefore these cases should be 
classified accordingly. 

In one female subacute disseminated case 
hepatosplenomegaly and lymphadenopathy 
involving the neck and axillae were found, 
together with jaundice, facial telangiectases, 
and erythema of the palms. A lymph node 
biopsy showed only nonspecific chronic in- 
flammatory changes. The one acute dis- 
seminated case had generalized superficial 
lymphadenopathy and a spleen which was 
just palpable. 


ASSOCIATED DISEASES 


Cardiovascular Disease -—Combined mitral 
stenosis and aortic incompetence was found 
in two cases of chronic discoid lupus ery- 
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thematosus. In one of these auricular fibril- 
lation was also present. Aortic incompetence 
was found in one case of the subacute dis- 
seminated disease. Four cases of chronic 
discoid and one of generalized discoid dis- 
ease had essential hypertension, their sys- 
tolic blood pressures ranging from 190 to 
230 mm. and their diastolic pressures from 
90 to 120 mm. All five cases were over the 
age of 60, and none showed severe retinal 
involvement or evidence of cardiac or renal 
failure. 

Osteoarthritis—This disease occurred in 
two cases of the chronic discoid form. 

Tuberculosis —No case had at any time 
suffered from this disease, while four chronic 
discoid cases gave a family history of tuber- 
culosis. 

Other Skin Diseases—These were all 
associated with chronic discoid lupus ery- 
thematosus. One case of each of the follow- 
ing was found: alopecia areata, psoriasis, 
nodular vasculitis, herpes zoster, and eczema 
of the legs. 

Other Diseases.—One case of the chronic 
discoid disease had rheumatoid arthritis and 
another suppurative otitis media, while one 
patient with the subacute disseminated form 
had intermittent claudication and carcinoma 
of the bronchus. 


PREGNANCY 


While in many cases pregnancy had oc- 
curred before the onset of the disease, in 
eight chronic discoid cases and in one with 
generalized discoid disease pregnancy oc- 
curred at a time when the eruption was 
present. Four chronic discoid cases and the 
generalized discoid case were unaltered by 
pregnancy. Three of the four remaining 
chronic discoid cases were improved or 
cleared, while in the fourth the rash was 
aggravated. 

DRUGS 

Although this paper is not primarily con- 
cerned with treatment, some drugs have pro- 
duced toxic effects. 

1. Gold—Five male and 19 female pa- 
tients suffering from chronic discoid lupus 
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erythematosus had received gold (Myo- 
crisin) intramuscularly, as had one male 
and one female with the generalized discoid 
disease, and two females with the subacute 
disseminated form. No untoward effects 
were seen in the males, but in the females 
with chronic discoid disease one case of each 
of the following toxic effects was seen: 
jaundice, vomiting, albuminuria, general- 
ized scaling of the skin, urticaria, and buccal 
ulceration. An exacerbation of the disease 
had occurred in one subacute disseminated 
case during gold therapy. Thus 7 out of 
22 females treated with gold injections had 
developed toxic reactions. 

2. Quinacrine.—Of the 65 patients treated 
with oral quinacrine for varying periods of 
time, two males (one chronic discoid and 
one subacute disseminated case) had de- 
veloped a lichenoid eruption with involve- 
ment of the buccal mucous membrane. 

3. Bismuth and Sulfonamides.—Fifty- 
three cases had received bismuth intramus- 
cularly, while fifteen had oral sulfonamide 
therapy some years previously. This latter 
treatment has not been employed in recent 
years. In none of these cases was any toxic 
reaction noted. 


HEMATOLOGICAL RESULTS 


Hemoglobin and Red Cells——A microcytic 
hypochromic anemia of iron deficiency type 
was found in three women and in one 
man with chronic discoid lupus erythema- 
tosus. A woman with subacute disseminated 
disease showed slightly macrocytic hypo- 
chromic anemia. She had _hepatospleno- 
megaly and generalized superficial .lym- 
phadenopathy, while her iliac bone marrow 
showed a mixed micro- and macronormo- 
blastic reaction. A mild slightly macrocytic 
normochromic anemia was detected in one 
man with generalized discoid lupus ery- 
thematosus. His liver reached 4 in. below 
the right costal margin. No case of hemo- 
lytic anemia, such as those described by 
Michael, Vural, Bassen, and Schaefer (1951 ) 
was seen. 
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Leucocytes.—Leucopenia was found in five 
cases of chronic discoid lupus erythematosus, 
and in three of these lymphopenia, and in 
one neutropenia was also present. In the 
acute disseminated case lymphopenia ac- 
companied toxic granulocytic changes. No 
atypical lymphocytes of the type described 
by Michael, Vural, Bassen, and Schaefer 
(1951) were found. 


Platelets ——Thrombocytopenia occurred in 
two chronic discoid, three generalized dis- 


TaBLE 5.—Numbers of L. E. Cells per 500 
Leucocytes Seen in Various Types of 
Lupus Erythematosus 








No. of 
L.E. Cells 
Per 500 
Type of Disease Leucocytes 
Acute disseminated lupus erythematosus........ 15 
Subacute disseminated lupus erythematosus.... 3 
Subacute disseminated lupus erythematosus.... 25 
Subacute disseminated lupus erythematosus. ... 5 
Subacute disseminated lupus erythematosus.... 107 
Generalized discoid lupus erythematosus........ 3 
Generalized discoid lupus erythematosus........ 3 
Chronic discoid lupus erythematosus............ 1 
Chronic discoid lupus erythematosus............ 4 
Chronic discoid lupus erythematosus............ 1 
Chronic discoid lupus erythematosus............ 2 
Chronic discoid lupus erythematosus............ 2 
Chronic discoid lupus erythematosus............ 1 
Chronic discoid lupus erythematosus............ 1 
Chronic discoid lupus erythematosus............ 1 
Chronic discoid lupus erythematosus............ 1 





coid, one subacute, and one acute dissemi- 
nated case. 

Erythrocyte Sedimentation Rate.—This 
was raised in 24 chronic discoid, 3 gen- 
eralized discoid, 4 subacute, and 1 acute 
disseminated case. 

Cold Agglutinins.—In three cases of the 
chronic discoid disease cold agglutinins were 
found varying in titer from 1:1 to 1:4 at 
4C. Such a titer may, however, be found 
in normal persons. 

Direct Coombs Test.—This was positive 
in two cases of chronic discoid and in two 
cases of subacute disseminated lupus ery- 
thematosus. 

L. E. Cells—These were found in the 
peripheral blood of nine cases of chronic 


discoid, two of generalized discoid, four of 
subacute disseminated, and one of acute dis- 
seminated lupus erythematosus (Table 5). 

A total of 36 cases of chronic discoid, 5 
cases of generalized discoid, 4 cases of sub- 
acute disseminated, and the single case of 
acute disseminated lupus erythematosus 
showed hematological abnormalities. Thirty 
cases of the chronic discoid and one of the 
generalized discoid form showed no hemato- 
logical abnormality. 


URINE 


Only 3 of the 77 cases showed urinary 
abnormalities. One woman with the chronic 
discoid disease had transient albuminuria 
during gold injections, while the patient with 
acute disseminated lupus erythematosus had 
albuminuria and microscopic hematuria asso- 
ciated with a raised blood urea. The third 
case, a man aged 61 years with the gen- 
eralized discoid form and moderately severe 
hypertension, showed slight albuminuria 
only. 

PLASMA PROTEINS 


Of the 10 patients investigated, 5 with 
chronic discoid and 1 with subacute dis- 
seminated lupus erythematosus showed no 
abnormality, while an altered albumin globu- 
lin ratio was found in 4 female patients 
(1 with the generalized discoid, 2 with the 
subacute disseminated, and 1 with the acute 
disseminated disease). 


WASSERMANN REACTION 
Only 1 out of the 13 patients who were 
tested showed a positive Wassermann re- 
action. This was a woman suffering from 
the subacute disseminated disease, in whom 
the plasma albumin/globulin ratio was al- 
tered. 
COMMENT 
Interest in lupus erythematosus has in- 
creased in recent years, partly, perhaps, 
because of a greater awareness of its protean 
manifestations, but also owing to the benefit 
which may result from the use of steroid 
hormones, and to the discovery of the lupus 
erythematosus cell (L. E. cell). 
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So far as we are aware the hematological 
state of a relatively large series of cases 
of chronic clinically nondisseminated lupus 
erythematosus has not previously been re- 
ported. The present series includes 66 such 
cases, of which some 36 showed hemato- 
logical abnormalities. It is well known that 
the latter are commonly found in the clinically 
disseminated forms of the disease (Michael, 
Vural, Bassen, and Schaefer, 1951). Hence 
it may be that many cases clinically diagnosed 
as chronic discoid lupus erythematosus’ do 
in fact have systemic disease of insufficient 
degree to cause clinical manifestations. 

The L. E. cell phenomenon was first re- 
ported by Hargraves, Richmond, and Morton 
in 1948. They found these cells in the bone 
marrow in cases of acute disseminated lupus 
erythematosus. Since then many other tech- 
niques for their detection have been elab- 
orated, and these were reviewed by Holman 
in 1951. We-prefer a defibrination method 
using peripheral blood (Marten and Black- 
burn, 1953) because it is relatively simple 
and in our hands has proved more sensitive 
than methods using anticoagulants with or 
without bone marrow preparations. Berman, 
Axelrod, Goodman, and McClaughry (1950) 
found L. E. cells in one case of chronic 
discoid lupus erythematosus, and we have 
seen them in seven similar cases (Marten 
and Blackburn, 1953). These cells are not 
always detected in cases of the fulminating 
disease, and hence there seems to be no 
regular correlation between the degree of 
activity of the disease process and the finding 
of these cells. However, the majority of 
positive results occur in the more acute 
forms of the disease. As we saw L. E. cells 
in seven cases of the chronic discoid form, 
it has been suggested (Sulzberger and Baer, 
1954) that perhaps our method is too sensi- 
tive or that these cells indicated systemic 
involvement. However, using this technique, 
we have not had any false positive results, 
with the possible exception of a single case 
originally diagnosed as systemic lupus ery- 
thematosus and later showing features more 
suggestive of dermatomyositis. We therefore 
believe that the occurrence of L. E. cells 
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in these cases does indicate some degree 
of systemic involvement, a view supported 
by Dubois (1952). 

L. E. cells are generally considered to be 
almost, but not quite, specific for lupus ery- 
thematosus. They have been found, by means 
of various techniques, in isolated cases of 
other diseases such as multiple myeloma 
(Montgomery and McCreight, 1949), per- 
nicious anemia in relapse, dermatitis herpeti- 
formis (Berman, Axelrod, Goodman, and 
McClaughry, 1950), leukemia 
Heide, 1950*), acute hemolytic anemia 
(Lee, Michael, and Vural, 1951), severe 
penicillin hypersensitivity (Walsh and Zim- 
merman, 1953), and after prolonged hy- 
dralazine (Apresoline) therapy (Shackman, 
Swiller, and Morrison, 1954). In the re- 
ported case of multiple myeloma the diagno- 
sis has been seriously questioned (Har- 
graves, 19517), and in the reported case 
of acute hemolytic anemia, although the 
spleen showed no _ histological evidence 
of lupu& erythematosus it is now known 
that hemolytic anemia may be a manifesta- 
tion of systemic lupus erythematosus (Du- 
bois, 1952). 

In the present series four cases (two 
chronic discoid, one generalized discoid, and 
one subacute disseminated case) had a posi- 
tive direct Coombs test, but in none of these 
was there any clinical or laboratory evidence 
of hemolytic anemia. However, with the ex- 
ception of one of the chronic discoid cases, 
at least one other hematological abnormality 
was found. 

Thrombocytopenic purpura indistinguish- 
able from idiopathic thrombocytopenic pur- 
pura may be an early manifestation of dis- 
seminated lupus erythematosus (Michael, 
Vural, Bassen, and Schaefer, 1951; Tumulty 
and Harvey, 1949). Although seven of our 
cases had thrombocytopenia (two chronic 
discoid, three generalized discoid, one sub- 
acute disseminated, and one acute dissemi- 
nated case), only the acute case showed 
clinical evidence of a hemorrhagic state. 





* Cited by Fisher and Moyer. 
+ Cited by P. A. J. Smith. 
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O’Leary’s (1934) classification was 
adopted in the present series. He described 
chronic discoid, generalized discoid or chronic 
disseminated, subacute, and acute dissemi- 
nated forms of the disease. His first two 
categories excluded constitutional symptoms 
and differed only in the extent of the skin 
lesions. In the last two types there was sys- 
temic involvement, the subacute disease being 
less severe than the acute. We have experi- 
enced considerable difficulty in assigning 
certain patients to their correct category. For 
instance, the presence of rheumatoid arthritis 
in patients showing the skin changes of 
chronic discoid lupus erythematosus may be 
merely coincidental. On the other hand 
rheumatoid changes do occur in the systemic 
form of the disease. This type of case has 
been finally classified only after taking into 
account the presence or absence of other 
signs of systemic involvement and the results 
of laboratory investigations. Furthermore, 


_a number of apparently cutaneous cases 


show the hematological abnormalities com- 
monly found in the systemic forms of the 
disease. However, in spite of these criticisms, 
we feel that O’Leary’s classification is still 
the most useful, and we cannot at present 
suggest a more satisfactory alternative. Our 
cases will be briefly discussed under these 
headings. 

1. Acute Disseminated Lupus Erythema- 
tosus——The sole case, a woman aged 23 
years, showed the classical features of this 
disease, namely, fever, skin rash, loss of 
weight, generalized lymphadenopathy and 
splenomegaly. In addition lymphopenia, 
thrombocytopenia, a raised sedimentation 
tate, and urinary abnormalities were present. 
L. E. cells in large numbers were found re- 
peatedly in the peripheral blood. In spite of 
steroid hormone and supportive therapy 
death occurred eight months after the onset 
of the disease. 

2. Subacute Disseminated Lupus Ery- 
thematosus.—All four cases showed fever 
and the typical rash, but in one female pig- 
mentation and scarring were present on the 
face, neck, and arms, with active lesions on 


the fingers only. The buccal mucosa was. 
involved in three out of four cases, but in 
one of these a lichenoid quinacrine eruption. 
was also present. 

Both females in this group had joint symp- 
toms, and in one case rheumatoid changes 
were present. The skin lesions in both cases. 
were aggravated by sunlight, and in one the 
disease followed excessive sunburn. Neither 
of the two males showed these features, but 
both had lost weight. A squamous-celled 
carcinoma of the bronchus was found in one 
man, and it was thought initially that the 
skin manifestations might be associated with 
this and not due to lupus erythematosus. 
The cutaneous lesions, however, occurred on 
the scalp, face, arms, and hands, and were 
associated with nail-fold telangiectasia. Fur- 
thermore, the lesions showed the features. 
of lupus erythematosus both clinically and 
histologically. L. E. cells were found in the 
peripheral blood on several occasions, and 
postmortem microscopic study of the kid- 
neys, spleen, and lymph nodes _ revealed 
fibrinoid necrosis of the collagen, and “onion 
skin” perivascular changes around the ar- 
terioles in the spleen. For all these reasons 
this case has been classified as subacute 
disseminated lupus erythematosus rather than. 
the “L. E.-like” erythema associated with 
malignant disease as described by Forman 
(1952). 

One of the female patients had intermittent 
jaundice with hepatosplenomegaly and gen- 
eralized superficial: lymphadenopathy attrib- 
utable, in our opinion, to the basic disease. 
Enlargement of the liver and spleen are 
known to occur in systemic lupus erythema- 
tosus, and Gold (1951) considered that some 
degree of lymphadenopathy occurred in over 
60% of cases, while Shearn and Pirofsky 
(1952), reviewing 34 cases of the dissemi- 
nated disease, found hepatomegaly in 15 
cases, splenomegaly in 14, lymphadenopathy 
in 23, and jaundice in 4 cases. 

The second female patient had marked 
rheumatoid joint changes and aortic incom-- 
petence associated with positive blood Was- 
sermann and Kahn reactions. However, there 
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‘was no history of rheumatic fever or of 
syphilis, nor were there any other signs of 
the latter, and the husband’s Wassermann 
Teaction was negative. Moreover, the sero- 
logical reactions were only weakly positive. 
Although the possibility of syphilis cannot 
be entirely ruied out, it seems more probable 
that these serological results should be con- 
sidered as “false positives,” perhaps in this 
case related to the raised globulin level in 
the serum. Rein and Konstant (1950) found 
positive serological reactions in 35% of 176 
cases of various forms of lupus erythema- 
tosus. 

The erythrocyte sedimentation rate was 
increased and L. E. cells were found in the 
peripheral blood in all four cases. A macro- 
cytic hypochromic anemia with no evidence of 
hemolysis occurred in the woman with hep- 
atosplenomegaly, the anemia probably being 
associated with defective liver function. The 
male with bronchial carcinoma had a posi- 
tive Coombs test, and the other male showed 
thrombocytopenia. Both females had an al- 
tered plasma albumin-globulin ratio. No 
‘case had leucopenia. Michael, Vural, Bassen, 
and Schaefer (1951) reviewed the hemato- 
logical changes in 111 cases of systemic lupus 
erythematosus and concluded that anemia 
‘occurred at some time in nearly all cases, 
and that leucopenia and thrombocytopenia 
occurred in about 50% of cases. However, 
they also noted that thrombocytopenia was 
seen without leucopenia as in our male case. 

The duration of the disease in the male 
cases was one year and two years; the for- 
‘mer has died from carcinoma of the bronchus, 
while in the other the disease is at present 
in partial remission. The disease has existed 
for six and 12 years respectively in the 
females. Neither is acutely ill, but in both 
the disease process is active, and neither 
is leading a normal life. It is now well 
known that some of the subacute cases may 
survive many years before ultimately suc- 
cumbing to the disease or dying from some 
other illness. 

3. Generalized Discoid Lupus Erythema- 
tosus.—Five of the six cases had active skin 
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lesions, while three also had scarred and 
inactive lesions. Although none had lost 
weight, three had suffered from joint pains, 
and in four the condition was aggravated 
by sunlight. The rash in one of the four 
females in this group was worse in cold 
weather, the lesions being mostly on the 
hands and feet. The buccal mucosa was in- 
volved in only one case, a male who also 
had hepatomegaly and hypertension. 

Only one of the six cases showed no hema- 
tological abnormality. Her skin lesions had 
been present for 20 years, and she had 
suffered from joint pains for many years. 
However, her skin lesions were clinically 
completely inactive. It appeared therefore 
that the disease process had probably burnt 
itself out. 

As might be expected, the relative number 
of hematological abnormalities was lower 
than in the subacute group. A raised eryth- 
rocyte sedimentation rate and thrombo- 
cytopenia occurred in three cases, while 
L. E. éells were found in only two cases, 
and anemia (macrocytic) in a single case. 
Once again, no case had leucopenia or other 
white cell abnormality. The thrombocyto- 
penia was an isolated finding in one case, 
associated with an altered albumin/globulin 
ratio in another, and combined with a raised 
sedimentation rate and the presence of L. E. 
cells in the third. The other patient in whom 
L. E. cells were present showed a macro- 
cytic anemia and a raised sedimentation rate. 
As mentioned earlier, this patient had fairly 
severe hypertension (B. P. 230/120) and 
enlargement of the liver, and the macrocytic 
anemia may have been associated with the 
hepatomegaly. His skin lesions had _ been 
present for six years; there was no pyrexia, 
and he did not appear to be seriously ill. 
We therefore included him in the generalized 
discoid group rather than the subacute, al- 
though the dividing line in cases of this 
kind is by no means clear-cut, and no doubt 
many authorities might feel that he should 
have been placed in the latter category. There 
appeared to be some correlation between 
clinical activity and the hematological find- 
ings in this group, the greater number of ab- 
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normalities occurring in those cases showing 
greater activity and more extensive lesions. 
At the other end of the scale the clinically 
inactive case showed no blood abnormality. 


4. Chronic Discoid Lupus Erythematosus. 
—Of the 66 cases in this group 36 had hema- 
tological abnormalities. These consisted of a 
raised sedimentation rate (24 cases), L. E. 
cells (9 cases), anemia (4 cases), leucopenia 
(5 cases), neutropenia (1 case), lympho- 
penia (3 cases), low platelets (2 cases), 
positive direct Coombs test (2 cases), and 
cold agglutinins (3 cases). Fourteen pa- 
tients showed more than one abnormality. 
Of the remaining cases the sole abnormality 
was a raised sedimentation rate in 13 women 
and 3 men, while L. E. cells alone were 
present in 2 female and 1 male patient. One 
patient of each sex showed iron deficiency 
anemia and one female had a positive Coombs 
test as isolated findings. 


In two of the cases where a raised sedimen- 


. tation rate was the only abnormal finding 


other possible causes for this were present. 
Osteoarthritis and lichenoid quinacrine der- 
matitis were seen in one, while the other pa- 
tient had shoulder pains and enlargement 
of the spleen and inguinal lymph nodes. In 
the remaining cases no cause other than the 
lupus erythematosus was found. The disease 
was considered to be clinically inactive in 
three female patients. However, the findings 
of a raised sedimentation rate would suggest 
continued activity of the basic disease process. 
The duration of the disease did not appear 
to be of significance in this group. 


Of the eight patients with a raised sedi- 
mentation rate and other blood abnormalities, 
four were found to have L. E. cells and one 
of these also showed the presence of cold 
agglutinins. Two of these four cases had 


had the disease for 10 and 12 years respec- 


tively, while in the other two it had been 
present for 18 months and three years. Al- 
though the disease was aggravated by sun- 
light and active cutaneous lesions were pres- 
ent in these cases, they were all well and 
showed no other evidence of systemic involve- 
ment. In the remaining four cases a raised 


sedimentation rate was associated singly 
with leucopenia and lymphopenia, low plate- 
lets, a positive direct Coombs test, or cold 
agglutinins. As the titer of the last, which 
was 1:4, may be found in normal persons, 
it is probably not significant. Furthermore, 
this patient was pregnant, which may account 
for the raised erythrocyte sedimentation rate 
(Whitby and Britton, 1953, p. 310). In this. 
last group of four the skin lesions were 
active and were aggravated by sunlight in 
three. There was no definite relationship 
between the presence of these abnormalities 
and the duration of the disease, which had 
been present for periods varying from nine 
months to 29 years, 

L. E. cells were found in nine cases (seven. 
female, two male). Four of these, associated 
with a raised E. S. R., have already been 
discussed under that heading. Iron deficiency 
anemia, for which no other cause was found 
and which rapidly responded to specific 
therapy, and thrombocytopenia were present 
in two further cases. One of the cases had 
had the disease for two years and the other 
for eight years. In the former the disease 
was clinically inactive. Once again there 
did not appear to be any definite correlation 
between the activity of the disease, its dura- 
tion, or its extent, and the presence of these 
hematological abnormalities, L. E. cells alone 
were found in two females and one male. All 
were considered to have a clinically active 
condition ; they had joint or muscle pains, and. 
the skin lesions in both females were aggra- 
vated by sunlight. The male had suffered 
from the disease for 24 years and the females. 
for six months and five years respectively. 


Iron deficiency anemia and leucopenia 
were found in a patient suffering from rheu- 
matic heart disease. They may therefore have 
been associated with this and not with the 
lupus erythematosus which had been present 
for seven years. However, there was no evi- 
dence of active rheumatic heart disease and 
the E. S. R. was normal. Uncomplicated 
iron deficiency was found in one male and 
one female patient who showed active skin 
lesions. The remaining case of iron deficiency 
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anemia had a positive L. E. cell test and has 
already been included under that heading. 


There were five cases of leucopenia in this 
group; three of them also had lymphopenia, 
and in one of these the E. S. R. was raised, 
while in another cold agglutinins were pres- 
ent. In the other two cases iron deficiency 
and neutropenia were present respectively. 
All these cases showed active cutaneous le- 
sions aggravated by sunlight, and the dura- 
tion of the disease varied between six months 
and 29 years. 


Two cases had a positive direct Coombs 
test. The male also had a raised E. S. R. and 
has already been considered. In the female, 
whe also had osteoarthritis of the fingers, 
the lesion was of five years’ duration and 
confined to the scalp, and no other hemato- 
logical abnormality was found. 

The three cases showing positive cold 
agglutinins have already been mentioned. In 
none of these did the titer exceed 1:4, a 
finding which may occur in apparently nor- 
‘mal persons. 

Thus, hematological abnormalities were 
found in all the acute and subacute dis- 
seminated cases, and in five out of six of 
the generalized discoid form. Amongst the 
chronic discoid cases 36 (54.5%) showed 
various blood abnormalities. In a few of 
these cases it is admitted that perhaps causes 
other than lupus erythematosus may have 
been operating, but in the main these ab- 
normalities were associated with the disease. 
The results in this series are in agreement 
with the generally accepted view that the 
more acute the disease process the higher 
the incidence of blood abnormalities. How- 
ever, the finding of hematological abnor- 
malities in at least half the cases of chronic 
‘discoid lupus erythematosus is of considerable 
interest. 


COMPARISON OF CHRONIC DISCOID CASES 
WITH AND WITHOUT HEMATOLOGICAL 
ABNORMALITIES 


There were 36 cases with hematological 
abnormalities, and in the remaining 30 no 
abnormal blood findings were present. A 
clinical comparison of these two groups was 
12 


considered to be important, and some details 
are summarized in Table 4. The incidence 
of arthralgia or arthritis is approximately 
22% in the group with abnormal blood find- 
ings compared with 13% in the normal, 
while active skin lesions without any inactive 
lesions were present in 81%, as opposed to 
60% of the latter. The average duration of 
the disease prior to examination was the 
same, while study of weight changes, myalgic 
symptoms, aggravation by sunlight and/or 
by cold, and affection of the scalp revealed 
no significant differences between the two 
groups. 

Mucosal involvement occurred in three 
cases, two being in the abnormal group 
and one in the normal. We have already 
explained, however, that these lesions could 
not be attributed unquestionably to the lupus 
erythematosus. 

The absence of blood changes in single 
cases of rheumatoid arthritis, rheumatic 
heart disease, hypertension, and _ spleno- 
megaly. suggests that the association of the 
lupus erythematosus and these diseases is 
coincidental and that our assignment of these 
cases to the chronic discoid group was correct, 
It seems reasonable to assume that all these 
associated diseases in both groups could have 
been due to chance. Hypertension, except in 
the presence of severe renal involvement, is 
an uncommon manifestation of lupus ery- 
thematosus, and furthermore all our cases 
with hypertension were over the age of 60 
years. Those with blood abnormalities 
showed no greater tendency to develop toxic 
reactions to drugs than those in the normal 
group. Gold injections were responsible for 
most of these, and the incidence of reactions 
to quinacrine was low in the chronic discoid 
group. 

In seven out of eight cases the skin lesions 


remained unaltered or improved during preg-. 


nancy irrespective of the presence or absence 
of hematological abnormalities. However, the 
remaining case whose skin lesions deteri- 
orated in pregnancy belonged to the abnor- 
mal group. Her disease had been present for 
12 years and her blood changes included the 
presence of L. E. cells and a raised sedimen- 
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tation rate. Our results agree with those of 
Ellis and Bereston (1952), as in none of 
our cases did the lupus erythematosus have 
a detrimental effect on the mother or fetus. 


The duration and extent of the cutaneous 
lesions were not apparently different in the 
two groups. Although in the majority of 
cases showing abnormal blood findings active 
cutaneous lesions were present, in four cases 
no active lesions were found, and their con- 
dition was considered to be inactive clini- 
cally. 

Thus the presence of inactive skin lesions 
in chronic discoid lupus erythematosus does 
not necessarily denote inactivity of the dis- 
ease. Wilson and Jordon (1950) suggested 
that a certain percentage of chronic discoid 
cases which eventually undergo acute and 
subacute dissemination may in the interval 
show leucopenia or the presence of L. E. cells. 
They were unable to find L. E. cells in 10 
cases which they investigated. In two of our 


_ cases with leucopenia the disease had been 


present for over 25 years without evidence 
of such systematization. 

In eight out of the nine cases of chronic 
discoid disease in which L. E. cells were 
found, the number of these cells per 500 
leucocytes was one to two, while four cells 
per 500 white cells were seen in the remain- 
ing case (Table 5). Hence in these nine cases 
and in the generalized discoid patients only 
small numbers of L. E. cells were seen, while 
in the acute and subacute disseminated cases 
on the average a greater number of cells was 
found. It seems therefore that the numbers 
of L. E. cells present may be a factor of some 
importance. 

As there was no previous information on 
the hematological status of our chronic dis- 
coid cases, it is not possible for us to be 
dogmatic at this stage as to the significance 
of the abnormal blood findings or the pres- 
ence of L. E. cells in this group, although 
from our observations there is no indication 
that these patients are in any greater danger 
than those showing no blood abnormalities. 
The final answer to this problem will come 
only after these cases have been followed 


and subjected to repeated hematological 
study over a period of years. 


SUMMARY AND CONCLUSIONS 


The clinical and hematological findings in 
77 cases of various forms of lupus erythema- 
tosus are recorded. Hematological abnor- 
malities are found in over 50% of the 66 
chronic discoid cases, 5 of the 6 generalized 
discoid patients, all 4 subacute disseminated 
cases, and the single acute disseminated case. 
Within the group of chronic discoid cases, 
a clinical comparison between those showing 
normal and those showing abnormal hemato- 
logical findings fails to reveal any definite 
means of foretelling on clinical grounds 
which. cases would show such abnormalities. 
The significance of these hematological 
abnormalities in chronic discoid cases can 
only be assessed after a prolonged follow-up 
both clinically and hematologically. 

Drs. H. R. Vickers and I. B. Sneddon allowed us 
to investigate their patients and gave continued 
encouragement in the preparation of this paper. Dr. 


L. C. D. Hermitte made the histological reports and 
Dr. Arthur Jordan the plasma protein examinations. 
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olupus Erythematosus Profundus 


Commentary and Report of Four More Cases 


HARRY L. ARNOLD Jr., M.D., Honolulu, T. H. 
HNL 


Kingsbury, in 1918, presented before the 
New York Dermatological Society a young 
woman with old favus scars in the scalp, 
discoid lupus erythematosus of the cheek, 
and subcutaneous nodules on one arm, of 
about a year’s duration.t Wise, in the dis- 
cussion on Kingsbury’s case, remarked that 
it was the third time in a year he had en- 
countered lupus erythematosus in combina- 
tion with sarcoid. MacKee said he had seen 
nodules occur with lupus erythematosus 
before, but that they were ordinarily edema- 
tous and transitory. There was no histologic 
confirmation of the clinical diagnosis of 
sarcoid, and it seems probable that this was 
the first published American observation of 
what has since been called (by Irgang,’ by 
me,* by Costa and Junqueira,* and by Ramos 
e Silva and Portugal *) lupus erythematosus 


profundus. 


LUPUS ERYTHEMATOSUS AND SARCOID 


The occurrence of subcutaneous nodules 
and plaques in association with discoid 
lupus erythematosus cannot have been so 
very rare 30 or 40 years ago. Four examples 
of this picture are in the reports of derma- 
tologic meetings in the Journal of Cutaneous 
Diseases for 1918.* MacKee remarked in 
discussion on one of them ® that “every case 
of nodular lupus erythematosus presented 
in New York” in recent years had turned 





Received for publication June 4, 1955. 

Read before the 75th Annual Meeting of the 
American Dermatological Association, Inc., Belle- 
air, Fla., April 20, 1955. 

* References 6 through 9. 


out to be sarcoid. No histologic support was 
offered for this statement, however; as 
Grund *° pointed out, histologic examina- 
tions were infrequent in those days, and the 
diagnosis of sarcoid was often based on such 
uncertain considerations as symmetry or per- 
sistence of lesions or depression of the ulti- 
mate scar. As Grund also pointed out, the 
question was regarded as largely academic 
anyway, in a day when most dermatologists 
considered sarcoid and lupus erythematosus 
as merely alternative manifestations of tuber- 
culosis. 


Stokes, in 1935, presented a case ** under 
the diagnosis of “Transition Sarcoid: Lupus 
Erythematosus vs. Sarcoid vs. Angiolupoid” 
and, in the discussion on this and on a case 
of Schildkraut’s,t expressed the view that 
there need not be an absolute line of de- 
marcation between any two of these three 
entities, sarcoid being, perhaps, a constitu- 
tionally determined mode of tissue reaction 
rather than a specific disease entity. He 
alluded to a patient, followed by him for 
some eight years, who had first lupus ery- 
thematosus, later erythema elevatum diu- 
tinum, and finally Boeck’s sarcoid, all proved 
histologically.1* He added that Bruno Bloch 
had expressed to him the view that European 
dermatologists recognized no possibility of 
such a relationship. 

Montgomery and Goeckerman ¢ have de- 
scribed two patients in whom lupus ery- 
thematosus and subcutaneous sarcoid were 
associated both clinically and histologically. 
As Montgomery properly states, this adds 
to the confusion. 





+ Stokes, J. H., in discussion on Schildkraut, 
J. M.: Lupus Erythematosus, Arch. Dermat. & 
Syph. $32:693 (Oct.) 1935. 

+ References 13 and 14. 
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NOMENCLATURE 


The nomenclature of the infiltrated forms 
of lupus erythematosus was clarified by 
Ramos e Silva and Portugal,’ who divided 
them into three categories: lupus erythema- 
tosus tumidus (Gougerot and Burnier**), 
characterized by relatively transitory ele- 
vated, edematous, erythematous plaques, the 
“acute discoid” variety of Michelson; lupus 
erythematosus hypertrophicus, characterized 
by raised, plateau-like plaques with rolled 
edges and central atrophy and scaling, called 
lupus erythematosus hypertrophicus et pro- 
fundus by Bechet,’® and, finally, lupus ery- 
thematosus profundus (Irgang*), charac- 
terized by sharply defined firm nodules lying 
beneath unaltered, or only moderately ery- 
thematous, skin. 


The choice of the adjective profundus for 
the last-named category of cases was a some- 
what unhappy one, on two principal grounds : 
It does not clearly indicate that the lesions 
are clinically subcutaneous rather than merely 
“extending deeply,” and it invites confusion 
with a quite different lesion, Brocq’s /upus 
érythémateux profond,* which was either 
lupus vulgaris or else the same as Bechet’s 
lupus erythematosus hypertrophicus (et pro- 
fundus). Lupus erythematosus subcutaneus 
might have been preferable. 


REVIEW OF THE LITERATURE 


Though Irgang,? Grund,?® Costa and Jun- 
queira,* and Ramos e Silva and Portugal ® 
have all reviewed the literature, a brief re- 
capitulation seems worth while, particularly 
since additional material has been brought to 
light by both the Brazilian reports. 


Kaposi referred in 1883, in the second 
edition of his text,1* to the development of 
subcutaneous nodules in lupus erythema- 
tosus, in the following passage : 


Thus the process begins at one time in the upper 
layers and in the neighborhood of the blood vessels 
surrounding the sebaceous glands and their ducts 
(red elevated macules), and at another time in the 
deeper [layers], in the neighborhood of the vascular 
network belonging to the sweat glands and the 
fat lobules (firm, edematous nodules), and spreads 
throughout all the skin layers and tissues. 
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A few lines later, after describing the essen- 
tial features of the cellular infiltrate, he says 
again that it may occur “either in the deep 
part of the corium (nodules) or in the 
superficial layers (red macules).” (The 
words in parentheses are in all cases his 
own, not mine.) 


Grund? charged me with quoting this 
material out of context and insisted that it 
applied only to lupus erythematosus dis- 
seminatus seu aggregatus. It is true that 
Kaposi divides the disease into the discoid 
and “disseminated” varieties some three 
pages earlier than the above quotations ; but, 
having introduced. the “disseminated” form 
on page 639, he returns on page 640 to a 
discussion of lupus erythematosus generally: 
mucosal lesions, course, prognosis, and micro- 
scopic anatomy, concluding with diagnosis 
and therapy. 

Grund, like Pautrier,17 made much of 
Kaposi’s supposed failure to have published 
any clinical description of such subcutaneous 
nodular «lesions. He did publish such a de- 
scription, however, in 1869,§ before he had 
changed his name from Kohn to Kaposi. 
The following translation is from a passage 
in the original German, cited by Ramos e 
Silva and Portugal °: 


. . . Clinically, we personally have had the oppor- 
tunity to convince ourselves in this respect beyond 
the shadow of a doubt. In a girl under our observa- 
tion for more than two years, G. H., .. . we saw 
the development of these small lupus-efflorescences, 
so to speak, under our own eyes. With rheumatic 
pains, there developed on the back, on the fingers 
and the face, pea, filbert and walnut sized nodules, 
tough and doughy [derb-teigig] to the touch, not 
sharply demarcated, and extending into the sub- 
cutaneous tissue. They felt like the edematous 
nodules of erythema nodosum. On the surface, how- 
ever, they looked quite normal, like the surrounding 
skin. After two or more days there developed on 
the surface of such a nodule a pale redness of 
moderate extent, or a red point the size of a pin- 
head, in the center of which a small scale soon 
made its appearance. Thus the elementary picture 
of lupus erythematous was established. In most 


§ Kohn (Kaposi), M.: Zum Wesen und zur 
Therapie des Lupus erythematosus, Arch. Dermat. 
u. Syph. 1:18, 1869; cited by Ramos e Silva and 
Portugal.5 
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instances, within a short period of time, this was 
followed by the disappearance of the edematous 
nodules, while the lupus lesion proper underwent 
its further metamorphosis. 


The expressions “tough and doughy,” 
“not sharply demarcated,” and “like the 
edematous nodules of erythema nodosum” 
are not appropriate to the firm, sharply de- 
fined nodules reported by others, and ob- 
served by me, in cases called lupus erythema- 
tosus profundus. Furthermore, in only one 
of my own five cases, and in none of the 
other four so far as I know, did discoid 
lupus erythematosus appear at any time in 
the skin overlying the nodules. Nor, finally, 
did the nodules in any of the reported cases, 
or in any of my own, disappear “in a short 
period of time.” Despite these inconsistencies, 
it appears that Kaposi did describe clini- 
cally, as well as histologically, subcutaneous 
nodular lesions in lupus erythematosus. The 
fact that the patient had symptoms suggest- 
ing systemic involvement offers some sup- 
port to Grund’s criticism and is of interest 
in the light of one of the reported cases (that 
of Ramos e Silva and Portugal®) and one 
of my own (Case 4). 

Kren, in 1912, reported from Riehl’s 
clinic #® the case of a 73-year-old woman with 
year-old bluish-red nodules 1 to 2.5 cm. in 
diameter on the hands, some of which showed 
lamellar scaling. The diagnosis was “lupus 
erythematosus with nodular onset,” and the 
case seems, despite the lack of histologic 
evidence, to be a probable example of lupus 
erythematosus profundus. Irgang, Costa and 
Junqueira, and Ramos e Silva and Portugal 
so regarded it. 

Oppenheim’s case of “lupus erythematosus 
profundus,” reported in 1913, though ac- 
cepted both by Irgang and by Costa and 
Junqueira, seems to have been an example 
of the Brocq-Bechet lesion, lupus erythema- 
tosus hypertrophicus (et profundus). 

Oliver ** and Fordyce ”* each presented a 
case in 1925 with the diagnosis of lupus 
erythematosus plus sarcoid, and though the 
discussants accepted the diagnosis, there was 
no biopsy. Both cases may have been, as 


Costa and Junqueira believed, examples of 
lupus erythematosus profundus. 

Costa and Junqueira would also include the 
cases of Caro (1930) ,?* presented as Spiegler- 
Fendt sarcoid, and Michelson (1930) ,** pre- 
sented as subcutaneous sarcoid, as well as 
another about which they have since changed 
their minds, one reported by Pawlow and 
Makarjin ** in 1930. 

Traub’s. case (1936),?* with a nodular 
mass in one cheek and occasional Langhans 
giant cells in the infiltrate, was presented 
as “Sarcoid? Lupus Erythematosus Pro- 
fundus?” and accepted by Costa and Jun- 
queira under the latter diagnosis. However, 
MacKee, Wise, Bechet, Fraser, Maloney, 
and Howard Fox, as well as Traub himself, 
all concluded in the discussion that it was 
a case of sarcoid. 

The case of Chargin and Wolf,?* presented 
in 1936 as lupus erythematosus of the face 
and Boeck’s sarcoid of the arms, was cor- 
rectly (I believe) called lupus erythema- 
tosus profundus by Costa. There were five 
hazelnut-sized subcutaneous nodules, three 
under normal skin, and on re-presentation of 
the case two years later,”* there was said to be 
agreement among several pathologists that 
both the superficial and the deep lesions 
were lupus erythematosus. Satenstein re- 
marked that he had usually found in cases 
so diagnosed Spiegler-Fendt sarcoid in the 
nodular lesions. 

Irgang’s case report in 1940? was the 
first definite description of the lesion under 
the name of lupus erythematosus profundus. 
His patient had a subcutaneous infiltrated 
plaque. on the back, associated with discoid 
lesions of the face. Irgang emphasized his 
patient’s hypersensitivity to tuberculin; but 
this appears in the light of subsequent re- 
ports to have been a peculiar feature, not 
common to most cases. 

My own previous reported case of lupus 
erythematosus (1948)* manifested rubbery- 
hard, symmetrically situated subcutaneous 
nodules, roughly 234 cm., appearing on 
the malar areas of a 45-year-old Japanese 
woman who had had discoid lupus erythema- 
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tosus of the scalp two years before. Biopsy 
disclosed deep-seated dense focal infiltration 
by lymphocytes, epithelioid cells, and plasma 
cells, not at all consistent with sarcoid. Less 
conspicuous were small lymphocytic foci in 
the upper corium, patchy atrophy of the 
prickle layer of the epidermis, and keratinous 
follicular plugging. Overlooked at the time 
was moderately extensive patchy necrobiosis 
of the collagen in the deep corium and hypo- 
derm, manifested by fibrinoid swelling, 
homogenization, and loss of nuclei; such 
fibrinoid changes are associated with the 
collagen group of diseases. Bismuth intra- 
muscularly was ineffective, but rapid healing 
occurred when gold sodium thiosulfate was 
given by vein. Now, nearly 10 years later, 
there has been no recurrence. 

Grund’s case (1950)?° of “chronic lupus 
erythematosus. . . with concomitant sub- 
cutaneous edematous swellings” seems to 
me, despite the lack of histologic confirma- 
tion and its omission by both Costa and 
Junqueira and Ramos e Silva and Portugal, 
to have been. a probable example of lupus 
erythematosus profundus. Both the super- 
ficial and the subcutaneous nodular lesions 
healed rapidly during treatment with re- 
markably small doses of sodium p-aminoben- 
zoate. 

The case of Costa and Junqueira,* pub- 
lished in 1952, presented ordinary discoid 
lupus erythematosus of the face and upper 
arms, with multiple subcutaneous nodules of 
almost cartilaginous consistency in these 
areas and on the thighs, some in association 
with surface lesions and some lying beneath 
clinically unaltered skin. Dense, deeply 
located, sharply demarcated lymphocytic and 
plasma-cell infiltration characterized these 
nodules ; epithelioid cells were few and giant 
cells were lacking. 


“PSEUDO-LUPUS-ERYTHEMATOSUS- 
PROFUNDUS” 


In 1953, Pautrier published a sharply criti- 
cal review *° of the three cases published up 
to that time under the name of lupus ery- 
thematosus profundus—Irgang’s, Costa and 


18 


A. M. A. ARCHIVES OF DERMATOLOGY 





Junqueira’s and mine. “Pseudo-lupus-ery- 
thematosus-profundus,” he called it, and 
“stillborn,” i.e., first described in 1883 and 
not heard about since. He made much, as 
Grund had done, of Kaposi’s apparent silence 
on the subject of the clinical occurrence of 
subcutaneous nodules in lupus erythema- 
tosus. Like Grund, too, Pautrier ignored 
Costa’s and my dismissal of Brocq’s descrip- 
tion (cited by Irgang) of lupus érythémateux 
profond as being unrelated to these subcu- 
taneous lesions, and dismissed it over again, 





He reprinted photomicrographs from the 
three reported cases and stated categorically 
that all three were “typical examples” of 
Darier-Roussy sarcoid. He acknowledged 
that epithelioid cells, giant cells, and tubercle 
formation were lacking, but said “one knows 
that beside the tuberculoid type there exists 
another with neither epithelioid cells nor 
giant cells’—a view which Lever and Frei- 
man *° have said is widely held by European 
dermatologists, though not, generally, by 
English or Americans. 


A year later, in a brief reply ** to a note 
of rebuttal by Irgang,®* Pautrier said simply 
that he had reason enough for classifying 
the three cases of lupus erythematosus pro- 
fundus as Darier-Roussy sarcoid: namely, 
the published photomicrographs. 

In summary, then, Pautrier’s position is 
that (1) subcutaneous nodular lesions of 
lupus erythematosus have never been de- 
scribed before, and it is, therefore, highly 
unlikely that they have been described now, 
especially by such relatively inexperienced 
observers, and (2) the subcutaneous sarcoid 
of Darier and Roussy need not present 
tubercles histologically. The first of these 
requires no comment; the second is con- © 
tradicted by Darier and Roussy’s original 
description ** of the lesion which bears their 
name. Moreover, the word sarcoid has come 
over the years to be such a clearly defined 
concept that it seems highly undesirable to 
apply it to lesions without sarcoid histologic 
features, which merely mimic clinically the 
genuine article. 
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Pautrier also scolded, in passing, his col- 
leagues at the Hopital St.-Louis in Paris, 
De Graciansky and Boulle, for having ac- 
cepted the existence of lupus erythematosus 
profundus in their Atlas of Dermatology, 
published in 1953. Said they,** “In certain 
rare cases there exist, in general associated 
with banal superficial elements, subcutaneous 
nodular infiltrations, movable, firm, sharply 
defined (lupus erythematosus profundus of 
Kaposi-Irgang)”—a concise and accurate 
summary of this entity. 


In 1955, Ramos e Silva and Portugal,® 
in Rio de Janeiro, reported a fourth case 
under the name of lupus erythematosus 
profundus. They avowed having been greatly 
impressed by the “putssante dialectique” of 
their “ami et Maitre,’ Professor Pautrier, 
but said they could not classify their patient 
otherwise. She was a 22-year-old white 
woman with subacute systemic lupus ery- 
thematosus, who had numerous subcutaneous 
nodules of four months’ duration scattered 
over the extremities. The L. E. factor was 
demonstrated. Biopsy showed changes of 
lupus erythematosus in the epidermis, and 
extensive fibrinoid necrosis and scarring of 
the adipose tissue in the hypoderm, with 
foci of mucous edema (mucoidosis or muci- 
nosis). Foci of cellular infiltration were 
relatively small and inconspicuous. 


Harvey and four colleagues reported in 
1954 from the Johns Hopkins Hospital *° 
a series of 138 cases of systemic lupus ery- 
thematosus, of whom 10 had tender subcu- 
taneous nodules in the vicinity of large joints 
or the occipital area, always associated with 
an exacerbation of arthritis. Nine of these 
patients received hormone therapy, and in 
five of these the nodules disappeared in two 
to three weeks. No histologic studigs were 
made, but Bennett and associates are cited 
as having found such lesions indistinguish- 
able from rheumatic nodules.** —« 


REPORT OF CASES 


Case 1—A 22-year-old Chinese girl was seen 
in May, 1949, because of six or eight one-year-old, 
sharply defined, freely movable, nontender, sub- 
cutaneous nodules and plaques, 0.5 to 2 cm. broad, 


in the right cheek; there were two similar nodules 
on the left side (Fig. 1). The skin was otherwise 
normal except for some old acne scars and mild 
dandruff. There was no redness or scaling. 

Hemogram was normal; there were 3% eosino- 
philes in the smear. Urinalysis was normal. Sero- 
logical test for syphilis was negative. Roentgeno- 
grams of hands and chest were normal. Mantoux 
reaction with first-strength dose of PPD was 1+. 
Gamma globulin was elevated by the Kunkel test 
reaction to 27.6 units (normal range, 5 to 20). Total 
proteins were 7 gm. per 100 cc., with an A/G ratio 
of 2. 

Biopsy showed sharply defined dense foci of 
lymphocytic and plasma-cell infiltration (Fig. 2) 
occupying fat lobules and the deeper portion of the 
corium, with smaller and more nearly purely lym- 





Fig. 1 (Case 1)—-Rubbery-firm nodule in pa- 
tient’s left cheek, lying beneath clinically unaltered 
skin. 


phocytic foci in the upper corium and moderate 
patchy atrophy of the prickle layer of the epidermis 
(Fig. 3). The collagen in the vicinity of the 
infiltrate showed swelling and homogenization. 
Weekly intramuscular injections of 0.13 gm. of 
bismuth subsalicylate in oil (Stabisol, Squibb) were 
begun. By the end of the fifth week, the nodules 
had become much smaller, and by the eighth week 
there was visible depression of the skin over them. 
In the 14th week a bismuth gingivitis-was present, 
and scarring, just like that described after the 
resolution of nodules of nonsuppurative panniculitis, 
was quite marked (Fig. 4). Serum proteins were 
7.6 gm. per 100 cc., with an A/G ratio of 2.3 to 1; 
the Kunkel reaction had risen to 35 units; the 
Weltmann band had shifted further right, to 8. 
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Fig. 2 (Case 1).—Com- 
pact, sharply delimited 
subcutaneous infiltrate of 
lymphocytes, plasma cells, 
and histiocytes. No tuber- 
cle formation. Some swell- 
ing and homogenization 
of nearby collagen fibrils 
may be seen. Hematoxy- 
lin and eosin; reduced 
about 44 from mag. x 265. 


She was seen again in 1954. There had been no 
recurrence or any further illness. The facial scars 
persisted. 


Case 2.—A 24-year-old Japanese housewife was 
seen Dec. 5, 1949, because of rubbery-hard oval 
plaques in the skin of both cheeks, two on the 
tight measuring roughly 1 and 4 cm. in diameter 
and one on the right about 3 cm., said to have 
been present for only a week. The skin over them 
was moderately reddened but otherwise normal. 
No unusual exposure to sunlight had occurred. The 
body temperature was normal, and she had no other 
complaints. 


Urinalysis and sedimentation rate were normal; 
the hemogram showed only mild anemia (3,600,000 
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red blood cells, with 11.6 gm. of hemoglobin per 
100 cc.) and 2% eosinophiles in 5,500 white blood 
cells per cubic millimeter. Total serum proteins 
were 6.3 gm. per 100 cc., with an A/G ratio of 1.5. 
Weltmann, coagulation band was 7 (slight right 
shift, suggesting fibrotic disease rather than exuda- 
tive). Roentgenograms of the chest and hands were 
normal. Mantoux reaction using PPD was negative 
in the first, 2+ in the second, test strength dose. 


Biopsy showed areas of atrophy of the prickle 
layer of the epidermis and one area of distortion 
of the basal layer by edema. Several hair follicles 
were plugged by rather loose lamellar keratin 
(Fig. 5). There was a patchy focal lymphocytic 
infiltrate involving all levels of the corium and 













Fig. 3 (Case 1).—Loose 
hyperkeratosis, | without 
parakeratosis, and follicu- 
lar plugging. Slight patchy 
atrophy of the epidermis 
and edema of basal cells. 
Hematoxylin and eosin; 
reduced about % from 
mag. xX 120. 






























Fig. 4 (Case 1).—Depressed scars after healing 
of facial nodules. 


portions of the subcutaneous fat as well, most 
marked, however, in the middle and upper layers 
(Fig. 6). 

Bismuth subsalicylate in oil (Strabisol, Squibb) 
was given intramuscularly in the usual 0.13 gm. 
doses, and a week after the third dose only two 
small residual nodules were still to be felt. After 
seven doses, the patient seemed quite well and was 
given three more doses just to be on the safe side. 
At this time the red blood cell count had risen to 
4,500,000, the hemoglobin to 12.6 gm. per 100 cc., 
and the cholesterol from 170 to 223 mg. per 100 cc., 
while the white blood cell count, serum proteins, 
Weltmann band, and sedimentation rate were 
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unchanged. She has not been seen since and in 1954 
could not be located. 


Case 3.—A 54-year-old part-Hawaiian woman 
was seen in my office by Lt. Col. Orland Olsen 
(MC), U. S. Army, in 1952, because of a sub- 
cutaneous nodule about 2 cm. in diameter in the 
left deltoid area, present for about two months. 
There was an erythematous scaling dermatitis of 
the overlying skin. She suspected that a penicillin 
injection in this region was the cause of the lesion. 

After two months of intermittent topical treat- 
ment, the dermatitis had subsided somewhat, and 
the nodule was excised. Histologically it showed 
dense, sharply demarcated foci of lymphocytic 
infiltration, with a few histiocytes and some plasma 
cells in the deeper portion of the corium and hypo- 
derm (Fig. 7) and pronounced fibrinoid degenera- 
tion of the surrounding collagen (Fig. 8). The 
epidermis showed patchy atrophy of the prickle 
layer, hyperkeratosis without parakeratosis, and 
some hydropic degeneration of the basal-cell layer 
(Fig. 9). A diagnosis of lupus erythematosus pro- 
fundus was made. 

About a month after this excision, skin lesions 
similar to the superficial arm lesion appeared on 
the face, and a diagnosis of discoid lupus erythema- 
tosus was made. She is still under treatment for 
this at Tripler General Hospital. . Nothingto-sug- 


appearance to date. , 

Case 4.—A 44-year-old Filipino laborer was first 
seen at The Queen’s Hospital Surgical Out-Patient 
Department’ becatise” of a slowly ‘érilargitig, six- 
month-old, irregular, painless, 5 x 5 cm. indurated 
subcutaneous mass in the right cheek, freely mov- 
able over the underlying angle of the mandible. 
The overlying skin presented a central, ill-defined 
area of blackish hyperpigmentation, present from 
the beginning, but there was no erythema, scaling, 





Fig. 5 (Case 2).—Dense, 
patchy focal lymphocytic 
infiltrate in middle and 
upper levels of the corium. 
Dilatation of hair follicle 
and slight epidermal atro- 
phy. Hematoxylin and 
eosin; reduced about % 
from mag. x 45. 





Fig. 6 (Case 2).—Sharp- 
ly demarcated infiltrate of 
lymphocytes, plasma cells, 
and histiocytes. Swelling, 
homogenization, and fray- 
ing of nearby collagen fi- 
brils. Hematoxylin and 
eosin; reduced about % 
from mag. X 265. 


Fig. 7 (Case 3).—Up- 
per, low-power view 
showing infiltrate at all 
levels of the corium, most 
marked in the hypoderm. 
Hematoxylin and eosin; 
reduced about \% from 
mag. <8. Lower, dense 
lymphocytic focus in sub- 
cutaneous fat at 4A. Hem- 
atoxylin and eosin; re- 
duced about 4% from mag. 
x 265. 





Fig. 8 (Case 3).— 
Fibrinoid necrosis of 
collagen at B in Fig- 
ure 7 (upper) and at 
C (lower). Hematoxy- 
lin and eosin; reduced 
about 1% from mag. 
x 265. 


Fig. 9 (Case 3).—Lamel- 
lar hyperkeratosis with- 
out parakeratosis, atrophy 
of the prickle layer, and 
hydropic degeneration of 
the basal cells. Note fi- 
brinoid deposition around 
several small blood ves- 
sels. Hematoxylin and 
eosin; reduced: about 15 
from mag. x 265. 








Fig. 10 (Case 4). — 
Dense, sharply demarcated 
foci of almost purely lym- 
phocytic infiltration in the 
midcorium. Hematoxylin 
and eosin; reduced about 
¥, from mag. x 45. 


or follicular dilatation. Clinical diagnoses enter- 
tained were malignant melanoma, actinomycosis, 
and rhabdomyosarcoma. 

White blood cell counts of 3900 and 4600 per 
cubic millimeter had been recorded in the preced- 
ing month, with normal differential counts except 


for eosinophilia of 6% and 9%. Urinalyses had 
been normal. Kline reaction of the blood was nega- 
tive. Roentgenograms of chest and mandible were 
normal. Mantoux reaction with PPD was negative 
in the first, positive in the second, test strength 
doses. 

A biopsy was first reported as showing a possible 
eosinophilic granuloma of the skin of erythema 
elevatum diutinum type, based on the extensive 
focal lymphocytic, histiocytic, and plasma-cell in- 
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filtration extending throughout all levels of the 
corium and hypoderm and into the fatty panniculus 
(Fig. 10). On review, however, the severe patchy 
epidermal atrophy, hydropic degeneration of por- 
tions of the basal layer, follicular plugging (Fig. 
11), and’ fibrinoid necrosis of collagen (Fig. 12) 
caused the diagnosis to be changed to lupus ery- 
thematosus profundus. 

Before the diagnosis was changed, the patient 
had received four daily doses of 125 r of x-rays 
produced at 140 kvp and 5 ma, filtered through 
0.25 mm. of copper and 1 mm. of aluminum. Two 
weeks later, this had had no noticeable effect, and 
on Feb. 12, weekly intramuscular doses of bismuth 
subsalicylate in oil (Stabisol, Squibb), 0.13 gm. 
each, were started. After five weeks, the patient’s 











Fig. 11 (Case 4).—Hy- 
perkeratosis without par- 
akeratosis, follicular dila- 
tation and plugging, and 
epidermal atrophy. Hema- 
toxylin and eosin ; reduced 
about % from mag. x 120. 
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reduced 
“mag. X 265. 
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Fig. 12 (Case 4).—Fi- 
brinoid necrosis of colla- 
lower corium. 
Hematoxylin and eosin; 
about ¥% from 


temperature was 100 F, and there was some redness 
of the upper part of the plaque. The following 
week he complained that he had had chills and 
fever after the last two injections; his temperature 
was again 100 F, and the mass was larger, with 
extensions both above and below. The white blood 
cell count was down to 4700 per cubic millimeter 
despite the fever; the differential count was normal 
except for 4% eosinophiles. Urinalysis was normal. 
Sedimentation rate (Wintrobe) was 28 mm. per 
hour (corrected), and the Kunkel test showed 6 
units (normal, 5-10) of gamma globulin. 

From March 28 to April 4, he was given 20 mg. 
of corticotropin (ACTH) in a slow intravenous 
drip each day. His temperature went to 101 F on 
March 29 but dropped to normal on March 30 and 
remained there, except for a rise to 100.6 F on 
April 6, the second day on which the corticotropin 
dose had been reduced to 15 mg. Reduction to 10 
mg. on April 7 and to 5 mg. on April 9 raised the 
circulating eosinophile count from around 40 to 
around 200 per cubic millimeter, but the tempera- 
ture remained normal and the plaque continued to 
subside. On April 15, administration of crude liver 
extract was begun, 2 cc. intramuscularly three 
times a week; on April 17, corticotropin treatment 
was stopped. 


On June 24, the mass had begun to increase in 
size again, and administration of gold sodium thio- 
sulfate was started intravenously; but after five 
weeks the response was seen to be poor, and treat- 
ment with bismuth sodium triglycollamate (Bistri- 
mate) was instituted, 1 tablet three times a day 
by Dr. Cyrus Loo. By Nov. 25, the mass had dis- 
appeared and the patient seemed well, so treatment 
was stopped. There had been no recurrence up to 
two vears later. 





COMMENT 


In summary, it seems probable that sub- 
cutaneous nodular lesions of lupus erythema- 
tosus have been encountered in at.least 11 
reported instances: by Kaposi, Kren, Kings- 
bury, Oliver, Fordyce, Chargin and Wolf, 
Grund, Irgang, Arnold, Costa and Junqueira, 
and Ramos e Silva and Portugal. Four more 
cases, making a total of fourteen, are re- 
ported herewith. Whether the nine instances 
with subcutaneous nodular lesions reported 
by the Hopkins group should be added seems 
uncertain, since histologic studies on the 
cases are not available, and they may have 
been instances of nodules of rheumatoid 
arthritis occurring as part of the rheumatoid 
phase of the systemic form of lupus erythem- 
atosus. 


These nodules are not Darier-Roussy sar- 
coid. They do not fulfill the histologic criteria 
laid down by Darier and Roussy, and many 
of them have been found to show fibrinoid 
necrosis of collagen, characteristic of the 
collagen group of diseases, to which lupus 
erythematosus belongs and sarcoid does not. 

Neither do these lesions correspond at 
all to Bechet’s lupus erythematosus hyper- 
trophicus et profundus. Bechet has clearly de- 
scribed both in his original communication ** 


and in a more recent note *” the severe 
epidermal damage characteristic of this 
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lesion. The apt adjective for Bechet’s lesion 
is not profundus (though the involvement 
does extend deeply) but hypertrophicus. 

In the absence of epidermal changes and 
of fibrinoid necrosis of collagen, it seems 
possible that lupus erythematosus profundus 
could be mistaken for the Spiegler-Fendt 
“sarcoid” form of lymphoblastoma histologi- 
cally as well as clinically, though the presence 
of histiocytes and plasma cells in the infiltrate 
should help to differentiate the two. 

A sebaceous cyst may rarely mimic lupus 
erythematosus profundus clinically, though, 
of course, the differentiation may easily be 
made by incision. 


Comparative Summary of Histopathologic Findings in Five Personal Cases of 
Lupus Erythematosus Profunuus 
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coid lupus erythematosus, provide evidence 
that these nodular lesions are, in fact, a part 
of this disease process. 






The relationship of these persistent nodules 
to the transitory edematous nodules oc- 
curring in the vicinity of joints in some cases 
of systemic lupus erythematosus (and in 
some cases of rheumatoid arthritis) is not 
clear. It seems probable, however, that they 
are not the same. Systemic involvement has 
been lacking in most cases of lupus erythema- 
tosus profundus, and the nodules have been 
persistent and, for the most part, remote 










from joints. 
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The histopathologic findings in my own 
five cases of lupus erythematosus profundus 
are summarized in the Table. 


SUMMARY AND CONCLUSIONS 


Sharply defined, firm, painless nodules oc- 
curring under clinically unaltered skin may 
rarely appear as a manifestation of lupus 
erythematosus. 


The name lupus erythematosus profundus, 
though originally applied by Brocq to a 
lesion resembling Bechet’s lupus erythema- 
tosus hypertrophicus et profundus, has more 
recently been applied to such nodular lesions 
by Irgang, Arnold, Costa and Junqueira, 
and Ramos e Silva and Portugal. 

Epidermal changes characteristic or sug- 
gestive of lupus erythematosus; fibrinoid 
necrosis of collagen; and prior, concurrent, 
or subsequent development of ordinary dis- 
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These nodules bear no relation to sarcoid, 
either of Boeck or of Darier-Roussy type: 
Their histologic structure is not tuberculoid, 
and, in general, there should be positive 
evidence of- lupus erythematosus, either in 
epidermal changes or in the form of fibrinoid 
necrosis of collagen. 


Lupus erythematosus profundus is an 
unusual clinical variety of lupus erythema- 
tosus in which the cutaneous infiltrate occurs 
primarily (though not always exclusively) 
in the deeper portion of the corium, with 
only microscopic epidermal changes, giving 
rise to firm, sharply defined nodules from 
one to several centimeters in diameter lying 
beneath clinically normal or nearly normal 
skin. 


Straub Clinic. 

Dr. I. L. Tilden, pathologist of the Straub 
Clinic, read the histologic sections and interpreted 
them and made the photomicrographs. 
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ABSTRACT OF DISCUSSION 


Dr. Leonarp F. Weser, Chicago: Dr. Arnold 
deserves congratulations for this interesting paper 
on. lupus erythematosus profundus, particularly 
since he has accumulated more cases than other 
dermatologists—provided all his cases are accepted 
as this disease. His review of the literature on this 

_ subject should be of interest to many readers; at 
least it was to me. 

The first time I thought of nodules as a part of 
lupus erythematosus profundus was some years ago. 
The case was one.of a woman who had tuberculous 
nodules and lupus erythematosus. The nodules in 
her case, however, were malignant, and, in spite of 
surgical removal of these nodules and the recurrent 
ones on numerous occasions, she died of cancer. 

I believe that considerable confusion has come 
about because of the various and several names 
applied to this disease, particularly lupus erythema- 
tosus hypertrophicus et profundus. Dr. Arnold has 
called to our attention the firm, nontender nodules 
lying beneath clinically normal skin. It is most 
interesting that he found histologic changes of 
lupus erythematosus in the epidermis and upper 
corium overlying these nodules. I am reasonably 
certain that the nodules in association with discoid 
lupus erythematosus would not escape recognition 
by dermatologists. Of course, the nodules could be 
sarcoid or lupus erythematosus. A nodule, however, 
without other signs and symptoms of discoid lupus 
erythematosus, until today, would hardly have been 
suspected as being lupus erythematosus by me, 
especially if the nodule was underneath clinically 
normal skin. 

It would be interesting to know whether histo- 
logic changes of lupus erythematosus may be found 
in the epidermis and upper corium some distance 
from these nodules. There are reports in the litera- 
ture that capillary microscopy of the nailfold capil- 
laries of patients with discoid lupus erythematosus 
shows changes rather characteristic of this disease. 
It is possible or likely, therefore, that the localized 
lupus erythematosus may be a generalized vascular 
disease. 

I have been told by many persons and some 
dermatologists that Hawaii has an ideal climate 
with considerable sunlight. I have always thought 
of lupus erythematosus as a disease occurring 
mostly in a northern climate. The question I ask 
here is, does Dr. Arnold attribute his cases to sun- 
light and the favorable climate? In his oral 
presentation, of course, he answered that question. 

If light sensitivity is a factor in lupus erythema- 
tosus, it probably is a minor one. 

For a moment, I am going to digress from the 
subject at hand. Light sensitivity has interested me 
in lesions of several men who were arc welders. 
They had lesions on the forearms resembling lupus 
erythematosus clinically and histologically. The 
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course of their disease, however, was not consistent 
with this disease, since the lesions disappeared spon- 
taneously within four months. 

Another interesting point that has concerned me 
on several occasions, particularly in medicolegal 
work, is the question of trauma as a factor in lupus 
erythematosus. For years, I thought that trauma 
was not a factor in this disease, but recently I have 
been inclined to believe otherwise. Thus, our views 
on some diseases change for various reasons. 

I think we are all agreed that the symptoms and 
signs of lupus erythematosus are fairly character- 
istic, but until the cause of this disease is known, 
our knowledge of it is not complete. 

Dr. Arnold has made it clear that nodular lesions 
do not signify severer disease than do superficial 
lesions. His results in the treatment of these lesions 
prove that this is true. 

Another point of interest is that his case of dis- 
coid lupus erythematosus did not become the acute 
or systemic form. Recently, internists, more so than 
other physicians, have become interested in systemic 
lupus erythematosus, with the use of hormone ther- 
apy and the discovery of the lupus erythematosus 
cell. In spite of this trend, it is likely that chronic 
discoid lupus erythematosus is a problem for derma- 
tologists. The distinction between lupus erythema- 
tosus profundus and Darier-Roussy sarcoidé-has been 
adequately covered by Dr. Arnold in his paper, and 
those of you who read it will appreciate it a great 
deal. 


I can readily understand why European derma- 
tologists may confuse these two diseases if they 
regard sarcoid and lupus erythematosus as merely 
manisfestations of tuberculosis. I believe that Euro- 
pean dermatologists, to this day, consider lupus 
erythematosus as merely a manifestation of tuber- 
culosis. Certainly, that view does not hold true 
among American dermatologists, at least among 
most of us here today. 


Some years ago, I was enthusiastic about the 
treatment of chronic discoid lupus erythematosus. 
This was about the time that gold salts were made 
available by Dr. Schamberg to Dr. Pusey. The 
temporary improvement in some of these cases was 
most gratifying, but, unfortunately, the recurrences 
later discouraged me. I might add that this has been 
my experience with bismuth, quinacrine, etc. I 
believe that my results on the freezing of the lesions 
with solid carbon dioxide prove this the best local 
remedy so far. Of course, it must be stated that 
the disease, regardless of the type of treatment, re- 
sults in a scar and, possibly, freezing may accentu- 
ate this scar. Patients, however, accept this, as the 
activity of the disease is brought to an end. 


Again, I want to thank Dr. Arnold for calling to 
my attention some interesting features. of lupus 
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erythematosus, and I hope that next year I shall 
be able to see the good results that he has brought 
about in his patients. 


Dr. Paut E. Becuet, Elizabeth, N. J.: Dr. Ar- 
nold’s excellent paper reports four new cases of 
lupus erythematosus profundus and states that “they 
do not fulfill the histologic criteria [of sarcoid], and 
many of them have been found to show fibrinoid 
necrosis of collagen, ¢haracteristic of the collagen 
group of diseases, to which lupus erythematosus 
belongs and sarcoid does not.” He further states 
that his group of lesions does not correspond at all 
to the cases of lupus erythematosus hypertrophicus 
et profundus described by me in two articles. It 
might be well at this time again to state briefly the 
clinical appearance of the cases observed by me. 


“A typical example of lupus erythematosus hyper- 
trophicus et profundus is characterized by more or 
less oval or rounded, rather sharply outlined, greatly 
elevated plateau-like plaques with indurated, rolled 
borders and a variation in color from violaceous to 
dull red. The surface of the plaque is at times cov- 
ered with thick, adherent scales. The center of the 
plaque is depressed, and extensive atrophy, occa- 
sionally cribriform in character, is present. At other 
times the plaque is covered with a thick, dry, digi- 
tate, verrucous, hyperkeratotic layer. These oval 
plaques at times coalesce to form larger areas. On 
palpation they are discovered to have a cartilagi- 
nous feel, and when single a plaque bears a rough 
resemblance to a large, slowly growing basal cell 
epithelioma of the elevated variety. The plaques 
have a tendency to heal centrally, and, while they 
have been observed on the upper part of the face, 
their sites of predilection are the lower lip, the 
sides of the mouth and the chin. . . . When the lip 
is involved, it is usually the entire lower lip, the 
patient being greatly disfigured thereby. Again, 
the diseased area may not be confined to the lip 
alone but»may spread well beyond the vermilion 
border. As the lesions undergo involution, they at 
times leave mutilating, unsightly areas of atrophy. 
In a case which came under my observation, the 
multilation of the nose was so great that there was 
left a deep, punched-out scar, just as though the 
nose had been bitten by a sharp-toothed animal.” 


Irgang’s case report of lupus erythematosus pro- 
fundus was based on a patient with tuberculous 
lymphadenitis. Red, slightly scaly superficial lesions 
were noted on her right cheek. A single subcu- 
taneous flat plaque about the size of a 50-cent piece 
was observed on the left side of her back. The 
skin over this mass appeared normal. The lesion 
was not attached to the skin and was freely mov- 
able. Old tuberculin, 0.1 cc., in a dilution of 
1:100,000 produced a strongly positive reaction. 
This clinical picture is entirely dissimilar to that 
in the patients seen by me. 
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While I was apparently the first to define clearly 
lupus erythematosus hypertrophicus et profundus, 
I make no claim for priority. It is my opinion that 
tacking a man’s name to that of a dermatosis is a 
mistake. Eponyms are not always accurate, and, 
unfortunately, dermatologists are confirmed epony- 
mists. I have indirectly suffered from the fact 
that, owing to the similarity of my name to that of 


Behcet, I have on one or two occasions been asked: 


to elucidate his triple symptom-complex. To give a 
man credit for first describing a dermatosis is not 
only proper but his just due, but “Jones’s disease” 
or “Brown’s disease” as a title is only confusing. As 
distinguished a man as Sir Jonathan Hutchinson 
shared my dislike for eponyms, for, if he found a 
syndrome hitherto undescribed, he tacked the pa- 
tient’s name to it, as “Mortimer’s malady” or “Hil- 
liard’s lupus.’ One can be sure that he was not 
responsible for attaching his name to his famous 
“triad.” 

Lupus erythematosus in all its many variations 
is a fascinating dermatosis, and we are gradually 
succeeding in classifying successfully some of its 
rarer clinical manifestations. 


Would that we could speak thus of its etiology. 
As Sir Erasmus Wilson, England’s great derma- 
tologist, aptly put it, “There is only one more 
beautiful thing in the world than a healthy skin, 
and that is a rare skin disease”—a sentiment with 
which I heartily concur. 


Dr. WittraM B. Guy, Pittsburgh: I, too, want 
to thank Dr. Arnold and tell him that I enjoyed 
not only what he said but particularly the way he 
said it. 

I rise to offer something that was, perhaps, cov- 
ered in the written version of the paper; namely, 
that if there is any argument about which of these 
two diseases this nodular condition is—is it Darier- 
Roussy’s sarcoid or is it part of the chronic discoid 
lupus erythematosus ?—for both conditions we now 
have pretty good therapeutic tests. Discoid lupus 
erythematosus responds to the antimalarial drugs, 
and, in my experience, sarcoid (if Darier-type 
sarcoid is true sarcoid) responds rather well to 
cortisone. 

Dr. Eucene F. Traus, New York: I too, en- 
joyed Dr. Arnold’s paper very much. There are 
just one or two little points that I wanted to bring 
out. 


Dr. Arnold has presented a group of cases in 
which the differential diagnosis has in the main 
been between lupus erythematosus and _sarcoid. 
However, since the nodular lesions may appear 
prior to, concurrently with, or following an erup- 
tion which clinically appears characteristic of lupus 
erythematosus, he has also been confronted with 
the dual problem of (1) proving the dermatosis is 
lupus erythematosus and (2) proving that the 





















nodules found on these patients are in some manner 
part of the lupus erythematosus process. 

Lupus erythematosus is now known to have many 
unusual features, and even the discoid types, un- 
doubtedly, are merely localized manifestations of a 
systemic disease. The unfortunate feature con- 
fronted by him was that final proof rested largely 
on the histologic features. On this point there seems 
to be a great difference of opinion concerning 
which microscopic changes should be present in 
order to say, “The histologic features found are 
compatible with lupus erythematosus.” 


There is a type of clinically nodular or sarcoid 
lupus erythematosus that microscopically shows 
features of lupus erythematosus and in which the 
infiltrate is pronounced and may extend deep in 
the corium, particularly about the adnexa, and 
even to the upper fat. The diagnosis of lupus 
erythematosus in Dr. Arnold’s cases has been 
established on the basis of epidermal changes and 
fibrinoid changes of the deep collagen. It is a 
question, if the process primarily involves only the 
fat and the deep cutis, whether this is a type of 
lupus erythematosus. 

The giant cells, epithelioid cells, and plasma 
cells, as a rule, are not features of lupus erythema- 
tosus. Histologically, the epidermal features noted 
are seen in many dermatoses. The thin epidermis 
with washing-out of the basal-cell margin is a fea- 
ture of numerous diseases. Plugging of the follicles 
is important if associated with dilatation of the 
follicles and indicates collagen degeneration and 
atrophy. Basophilic degeneration in the upper cutis 
may be of significance in the diagnosis of lupus 
erythematosus. Fibrinoid degeneration is not a fea- 
ture of discoid lupus erythematosus but of changes 
in the internal organs in acute lupus erythematosus. 
This type of change can be seen in various nodular 
conditions and the deep “vasculitis” processes. 

Dr. Arnold has certainly ruled out the diagnosis 
of sarcoid in his cases. The histologic features, if 
not entirely characteristic of lupus erythematosus, 
are at least more compatible with such a diagnosis 
and seem to rule out other disease processes. There- 
fore, I believe that some of his cases should prob- 
ably be added to the growing list of cases of lupus 
erythematosus profundus. 

Dr. RicuHarp S. Wess, St. Louis: I don’t have 
to repeat the admiration that has been expressed 
by others for this illuminating paper. I just want 
to add one remark. 

It is my belief that light is not a cause of lupus 
erythematosus but is only one of a number of 
trigger factors that make the disease appear. 


Dr. Grorce C. Anprews, New York: I have 


enjoyed Dr. Arnold’s paper very much, I rise only 
to add to the remarks that Dr. Traub made be- 
cause I think that he has expressed a view I also 
have had in mind. I followed similar cases for 
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many years, and I have shown them before the 
New York Dermatological and the Manhattan 
Dermatological Societies under the names “lupus 
erythematosus and panniculitis” or under the term 
“lupid erythematosus and lipodystrophy” or “lipo- 
granulomatosis.” 


As Dr. Traub pointed out, the nodules may ap- 
pear before the typical lesions of discoid lupus 
erythematosus, or they may come on subsequently 
or coincidentally. We are basing our nomenclature 
of this condition largely on the histology of the 
deep nodules. We all admit the lupus erythematosus 
of the skin, but the histology of the deep nodules 
varies considerably. I believe that in association 
with discoid lupus erythematosus we may encounter 
these deep nodules which show the typical infiltra- 
tion of panniculitis, and that, perhaps, some of our 
cases formerly called lupus erythematosus and pan- 
niculitis, before we were familiar with fibrinoid 
changes, on review might have some of the fibrin- 
oid changes interpreted by Dr. Arnold as signs of 
lupus erythematosus. 


We also see changes in which there are sarcoid- 
like infiltrations and cases in which there are fat 
necrosis and some lipophages and signs of lipo- 
granulomatosis. I think, therefore, that, instead of 
trying to apply one name to all these cases, we have 
to weigh the histologic findings of the deep infil- 
trate in each particular case before giving a name 
to the condition. 


Dr. NEtson Paut ANDERSON, Los Angeles: Dr. 
Arnold has thoroughly discussed the problem of the 
deep nodular type of lupus erythematosus or, as 
he calls it, lupus erythematosus profundus. 


It seems probable to those of us who read Dr. 
Arnold’s paper that he would much rather have a 
good old-fashioned bout with no holds barred be- 
tween the proponents of the thesis that such a dis- 
order actually exists and those who deny that there 
is such an entity. On the one side, we have Drs. 
Arnold, Irgang, and Costa, while on the opposite 
side we have Drs. Pautrier and Grund. Among the 
audience of this “battle royal,” there are a great 
number of interested observers like me who have 
noted these nodular subcutaneous lesions in associ- 
ation with discoid lupus erythematosus. 

In the not-too-distant past, no biopsies were per- 
formed on such lesions and they were dismissed, as 
Dr. Arnold said, simply as sarcoids of the subcu- 
taneous type. I believe that Dr. Arnold has shown 
that such a diagnosis is untenable. 

There is certainly no doubt that subcutaneous 
nodules of the type described by Dr. Arnold occur 
at times in association with acute disseminated 
lupus erythematosus. In this group, however, their 
location about the fingers, extensors of the fore- 
arms, and occipital region makes one hesitate to 
set them apart from the nodules of rheumatic fever. 
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In the case of chronic discoid lupus erythema- 
tosus, there is no doubt that deep subcutaneous 
nodular lesions occur. However, such nodular lesions 
are quite exceptional. They are not numerous, 
rarely exceeding two or three. These deep nodules 
occur for the most part on the extremities and 
leave a fairly large-sized depressed area in the 
skin, which has been likened by Dr. Arnold to that 
seen after healing takes place in nodular nonsup- 
purative panniculitis. 


If I understand Dr. Arnold’s thesis correctly, he 
believes that there is a deep nodular type of lupus 
erythematosus which is a definite and distinct entity 
and which need not be and, in most cases is not, 
associated with either the chronic discoid or ‘the 
acute disseminated types of this disorder; in other 
words, here is a distinct clinical and histopathologic 
variant of lupus erythematosus. 


While recognizing the validity of Dr. Arnold’s 
clinical and pathologic observations, I am sure that 
it would be most difficult for me to make such a 
diagnosis purely on the basis of the subcutaneous 
nodules and in the absence of typical lesions of 
lupus erythematosus elsewhere. I think that one 
should be most reluctant to make such a pathologic 
diagnosis, regardless of the microscopic findings, 
when such a deep nodular lesion occurs at the site 
of any previous subcutaneous or intramuscular in- 
jection. These sites, of course, are the buttocks and 
deltoid region. 

I wonder if Dr. Arnold would care to comment 
on how such nodules might be differentiated from 
the deep nodular type of granuloma annulare. Does 
he believe that there is any relationship to so-called 
lymphocytic infiltration of the skin? Are patients 
with lupus erythematosus profundus unduly sensi- 
tive to sunlight? 

I have thoroughly enjoyed Dr. Arnold’s keen an- 
alysis of the problem and his presentation. I believe 
that the nodular lesions he has described truly 
exist. I think that many dermatologists have seen 
such lesions on occasion. The great advantage 
which Dr. Arnold has over most of us is the fact 
that he has subjected such lesions to: microscopic 
study, whereas the rest of us have been content 
to be mere observers. The message is obvious. We 
should subject every nodular lesion to microscopic 
study, whether such a lesion stands alone or in 
association with some definite disorder, whether 
that disorder be lupus erythematosus, granuloma 
annulare, acrodermatitis chronica atrophicans, gout, 
syphilis, rhematic fever, or rheumatoid arthritis. 

Dr. Marcus R. Caro, Chicago: Dr. Arnold cited 
a patient whom I presented before the Chicago 
Dermatological Society in April, 1930, as a case of 
sarcoid of Spiegler-Fendt. The patient had three 
nodules on the outer surface of the left leg. The 
histopathologic picture, which was fully described 
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in the transactions (Arch. Dermat. & Syph. 22: 
1086, 1930), showed that there was no possible re- 
lationship to lupus erythematosus in that case. | 
merely wish to report that the patient is still alive 
and that at no time during the last 25 years has 
she developed any lesions clinically suggesting lupus 
erythematosus. 


I am very grateful to Dr. Arnold for this oppor- 
tunity to comment on his paper and for his kindness 
in removing my case from the group of lupus 
erythematosus profundus, in which it should never 
have been included. I also agree with him that it 
is somewhat presumptuous for authors to select 
cases from reports in the literature, to assume that 
the original diagnosis was incorrect, and to change 
the diagnosis to suit their convenience without giv- 
ing the original author or presenter, if he is still 
alive, an opportunity to defend his diagnosis. 


Dr. A. RosTENBERG JR., Chicago: It seems to 
me that this interesting paper by Dr. Arnold and 
the comments of most of the discussants emphasize 
a major difficulty in dermatology, namely, the basis 
of dermatologic diagnosis and classification. 

Many years ago, Brocq brought out a point 
which at times to me does not seem sufficiently 
emphasized, that, really, skin diseases can be divided 
into two huge categories: One is what he calls, | 
believe, the true skin diseases, such as tuberculosis 
and syphilis and whatnot; the other group consists 
of skin-reaction patterns, such as psoriasis, lichen 
planus, and lupus erythematosus. 


The important point about skin-reaction patterns 
is that they are probably, even though of the same 
morphology and of the same pathologic appear- 
ance, of diverse etiologic origins. Also we all 
realize, but at times we do not sufficiently pay atten- 
tion to, the fact that one etiologic agent can give 
diverse morphologic pictures. The tubercle bacillus 
is a classic example of that. Contrariwise, the same 
morphologic and pathologic appearance can be en- 
gendered by a variety of different stimuli or etio- 
logic agents. 

Particularly from the point of view of a pathol- 
ogist, it is a bit hazardous, because one sees a 
similar pathologic picture, to assert that there is a 
common pathogenetic denominator. Paul Klemperer 
recently carefully pointed out that pathologic re- 
latedness is. no evidence whatever for etiologic 
relatedness. 

It is possible, of course, that some of the diver- 
gences of opinion which we have heard here stem 
from this fact. As you all know, in recent years. 
there have been many suggestions that lupus ery- 
thematosus is some sort of reaction pattern, arising 
as a result of diverse stimuli, some of which have 
been labeled as allergic. From the way the picture 
and concept of lupus erythematosus have been 
changing, there would appear to be a variety of 
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stimuli that can call forth a more or less common 
morphologic clinical picture with a more or less 
' common pathologic pattern, but in which, never- 
theless, there can be variations, and some of those 
variations have been discussed here today. 


Dr. Francis A. Etts, Baltimore: Dr. Arnold 
sent me five of his slides, but I am going to make 
my discussion brief. 

When we look at these profundus lesions histo- 
logically, can we make a diagnosis of lupus ery- 
thematosus? Is there any evidence in the histopath- 
ologic picture that' may help us? If they are 
underneath a typical histopathologic picture of 
chronic discoid lupus erythematosus of the epider- 
mis and dermis, then the changes would be helpful 
but perhaps not diagnostic. 

Essentially, the histologic picture in Dr. Arnold’s 
slides in the subcutaneous tissue is that of a non- 
suppurative panniculitis. The infiltrate was a little 
more polymorphic. In one section there were even 
some giant cells, but no evidence of tubercle forma- 
tion was seen. There was a grouping of the small 
mononuclear cells, enough to be suggestive of lupus 
erythematosus of the chronic discoid type. The diffi- 
culty is that to dermatologists “profundus” means 
several millimeters and most of us do not even 
. take a biopsy specimen a half centimeter deep. 

This presentation was very stimulating, and I 
am certainly going to be on the lookout for these 
changes. 


Dr. Frep D. WetpMan, Philadelphia: I agree 
with Dr. Arnold that Darier-Roussy sarcoid has 
been eliminated by his studies, if not already by 
other authors. After that though, I doubt very 
much that the changes which he reports are specific 
for lupus erythematosus or necessarily related to 
that disease. 


I think that Dr. Nelson Paul Anderson has hit 
the nail on the head; namely, that there is not 
quite a sufficiency of evidence to support lupus ery- 
thematosus. For example, the cellular infiltrate is 
of the nonspecific kind that one might see in insect 
bites.“ Too, in a paper presented at this meeting, 
Dr. Stephan Epstein pictured similar infiltration of 
the corium in dermal nonatopic contact dermatitis. 
The reaction in the corium is not that of non- 
suppurative folliculitis. No polymorphonuclear cells 
are in this area. There is only one feature that I 
can see that appears rather consistently and that 
might be significant; I think it appeared in three 
of the four cases; namely, necrobiosis. I did not 
think that it was a fibrinoid necrosis, but it was a 
necrobiosis. 


Now, necrobiosis appears in a very limited num- 
ber of diseases of the skin. Among them is allergic 
disease, Arthus phenomenon in particular, in which 
the tissue changes proceed to such an extreme stage 
as necrobiosis. Today, there are some persons who 





are murmuring about lupus erythematosus being an 
expression of allergy, and probably they would 
seize upon this necrobiosis and the related Arthus 
phenomenon as evidence. I think that in some cases 
of these deep nodules, yes, lupus erythematosus may 
be the background for the condition, but not in all. 

Dr. SturE A. M. Jonnson, Madison, Wis.: The 
treatment used in this particular group of cases 
interests me very much. I wonder whether the 
great difference seen in the response to treatment 
in these patients might indicate that we are dealing 
with different disease entities. 

The answer may rest in the summary of the 
histopathology of the patients presented by Dr. 
Arnold. It is interesting to note that in the two 
patients who received excellent results with bismuth 
subsalicylate (Stabisol) alone the following patho- 
logic findings were absent: edema of the upper 
derma; basophilic degeneration of collagen and 
elastic fibers; necrobiosis of collagen and fat, as 
well as fibrinoid alteration of collagen. 


When these changes were present, bismuth alone 
was not effective. It would appear then that before 
one challenges on bases of differences in therapeutic 
results the validity of the diagnosis in these cases, 
one must consider the pathology present at any 
given time. 

I wonder if Dr. Arnold would comment whether 
he still uses bismuth in the treatment of discoid 
lupus. erythematosus as he did in the profundus 
variety. 

Dr. Harry L. Arnotp Jr., Honolulu, T. H.: I 
am extremely pleased that the paper aroused so 
much interest. It is a complete impossibility to an- 
swer more than a few of the questions, I am afraid. 

To go backward, Dr. Johnson mentioned bismuth. 
These cases were all seen prior to the advent of 
quinacrine therapy. That is why it was not used 
for any of them. Bismuth is still surprisingly effec- 
tive. I say “surprisingly” in view of the general 
feeling which appears to prevail on the United 
States mainland that bismuth is not particularly 
useful in discoid lupus erythematosus, because with 
us it is extremely useful in both discoid and rela- 
tively mild subacute systemic cases. 


The point that Dr. Johnson made had not oc- 
curred to me, that the two cases that did poorly on 
bismuth had histologic features in common. Bismuth 
certainly was dramatically and rapidly effective in 
those in whom it worked at all. It made one of the 
patients, as you recall, much worse. 


The point made by Dr. Rostenberg about skin- 
reaction patterns appeals to me particularly. I think 
perhapg therein lies one of the principal justifica- 
tions, if there is any justification, for calling these 
nodules lupus erythematosus profundus, that is, the 
likelihood that they have been or will be associated 
with discoid lupus erythematosus, and the likeli- 
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hood that the patients will do well on bismuth or on 
gold therapy, er perhaps on antimalarial drugs. 
That is the practical proof of the pudding; it is a 
useful way to manage patients with lesions of this 
type and may bear upon the prognosis. 

I am pleased that most of the discussants agreed 
that sarcoid could be excluded. I think that Dr. 
Anderson’s point is very well taken, about caution 
in making such a diagnosis and insistence on defi- 
nite histologic evidence before doing so. I would 
agree with that entirely. I would not even object 
strenuously to the claim that my Cases 1 and 2 
should be excluded from this category. Neither of 
them had discoid lupus erythematosus either before 
or afterward or any symptoms suggesting systemic 
lupus erythematosus. Both got well with suspicious 
promptness. Neither had fibrinoid necrosis. 


Prior injection of drugs is a good point. The one 
woman who had an atm lesion had had an injection 
of penicillin, and she thought it was in that loca- 
tion, but we could not confirm that. We could not 
find out where she had been given it. 

The question of granuloma annulare of subcu- 
taneous type is one which I cannot exclude clin- 
ically or confirm histologically. 

I am sorry that Dr. Weidman was not impressed 
by the photomicrographs. I would like to have him 
see the sections, and I will see to it that he does 
see them. We feel that this is fibrinoid —whatever 
that may be—and not simple necrobiosis. 

I purposely left out lymphocytic infiltration of 
the skin. It is obviously a difficult thing to talk 
about. My own feeling is that it is simply a rela- 
tively mild nodular form of lupus erythematosus. 
We have seen some cases of exactly the sort of 
thing that Dr. Jessner describes, as nearly as we 
can tell. I have been unable to get a reply from 
him on the sections I have sent him, so I don’t 
know, but. I think that it is probably lupus ery- 
thematosus of the superficial nodular sort. 

In answer to Dr. Guy, we will try, of course, the 
antimalarial drugs in the next case of this sort we 
see, if we ever get another one. [Dr. Sulzberger 
told me later he had treated just such a case with 
chloroquine, and the nodules “melted away” as rap- 
idly as the discoid lesions.] 

In answer to Dr. Bechet’s remarks about tubercu- 
lin sensitivity in Irgang’s case, that was not present 
in any of ours, with the possible exception of Case 
3, which was not tested. The others were only 
feebly sensitive to tuberculin. 


I am sorry that time does not permit me to an- 
swer all the questions. 
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by Uraviolet Light 


THEODORE CORNBLEET, M.D., Chicago 
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Physicians and investigators show in- 
creasing interest in porphyria with greater 
awareness and knowledge of the several 
clinical states making up this group. Students 
are busy making new classifications or 
revising older ones as new information un- 
folds. Combinations of symptoms and time 
of appearance go to separate the several 
varieties of porphyria, but all have the cen- 
tral theme of abnormal metabolism of por- 
phyrins. The various clinical manifestations 
’ meed..corroboration by evidence of excre- 
tion of abnormal kinds and amounts of 
porphyrins. These are mostly uroporphyrin 
and products that precede it. 

Porphyria so commonly shows up with 
cutaneous symptoms as to be of interest 
and important to dermatologists. Some of 
these changes are vesiculation and blistering 
with consecutive lesions mild or severe and 
disabling. Pigmentation is common, as is 
hirsutism and alterations of hair growth 
patterns and sclerodermoid effects. Most of 
these alterations of the skin are at exposed 
parts though not necessarily confined there. 

The fact that uncovered skin is the site 
for skin lesions led early observers to the 
knowledge porphyria sensitizes to light. The 
abnormal porphyrins in kind and quantity 
appearing in the excreta commonly show 
up by fluorescing when influenced by ultra- 
violet light. It is natural, therefore, to won- 
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der whether the skin itself can be activated 
by this part of the light spectrum. 

Three patients with porphyria came under 
my attention and gave me the opportunity 
to examine their skin by ultraviolet light. 
One, a girl of 9 years, had the so-called 
congenital variety, while the other two were 
of the chronic or tardive type. Under Wood’s 
light discolored spots and areas appeared, 
not visible by ordinary light, and hyperpig- 
mented sites looked even darker and changed 
their hue. Histological preparations from 
the parts thus apparent under the influence 
of ultraviolet light fluoresced under the 


Fig. 1 (Case 1).—Photograph by ordinary light. 
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fluorescence microscope. Frozen sections of 
the tissue were made and mounted. Fixing 
in preservatives and embedding the skin 
extinguished its fluorescence. Areas of pig- 
mentation were the ones chosen for biopsy. 
Material from nonpigmented sites or non- 
activated grossly by ultraviolet light showed 
questionable fluorescence. Fluorescence was 
confined to the outer parts of the skin sec- 
tions only. It continued to show for ex- 
tended periods and was not changed or 





Fig. 2 (Case 1).—Photograph by ordinary light. 


extinguished by ultraviolet light as is the 
case with vitamin A. 


REPORT OF CASES 


Case 1.*—A white girl 10 years old has had a 
recurrent eruption each spring and summer and a 
red-tinged urine since she was one month old. Ex- 
posed parts showed vesicles, crusts, secondarily in- 
fected lesions, scars, mottled hyperpigmentation, 





* Dr. A. B. Falk observed this girl several years 
previously at the Chicago Children’s Memorial 
Hospital and found essentially the same changes in 
her as we did later. 





Fig. 3 (Case 1).—Appearance under Wood’s light. 


and milia. The teeth were of a pinkish-red cast and 
had this hue from the time of their eruption. They 
fluoresced under Wood’s light. The skin eruption 
came out each April and receded in fall. Even in 
infancy there was noticeable hirsutism of the face, 
and this became accentuated since then. The scalp 
hair line was low and eyebrows bushy and eye- 
lashes long. 


Fig. 4 (Case 1).—Appearance under Wood’s light. 



















Fingernails fell out spontaneously several times 
with lesions of the nail beds and periungual parts. 
There was contracture of the hands and limitation 


of motion. Exposed parts bruised easily, especially 


in the summer. 

The spleen was palpable 4 cm. below the costal 
margin. The lungs, heart, and abdomen were 
otherwise normal, as was the neurological exam- 
ination. Blood pressure was 120/80. The genitalia 
were normal prepubertal except for the presence of 
a small amount of dark labial hair. 

The urine was of deep red color and this did not 
change on standing. It fluoresced ‘intensely under 
Wood’s light. Tests for sugar and albumin ‘were 
negative, and the sediment was normal. The blood 
showed the presence of a compensated hemolytic 
process. The urine contained large quantities of 
uroporphyrin and coproporphyrin. The stools, too, 
contained much coproporphyrin. 

Under Wood’s light visible pigmented parts as 
well as some areas not apparently pigmented by 
ordinary light imparted a deep purplish hue. Acti- 
vated parts not obviously pigmented by ordinary 
light were dusky, somewhat like cyanotic skin. 
Activated areas. were usually fairly well defined 
and mostly on the face, neck, upper chest, forearms, 
and hands. At repeated examinations the same 
parts were activated as shown by marking them 
off with a skin pencil, A biopsy specimen of the 
skin was taken from a pigmented site on the fore- 
arm and sections were made in the frozen state. 
Through the fluorescence microscope they showed 
fluorescence of a greenish-blue color, and this was 
confined to the epidermis. Sections from specimen 
taken from the back where there was no activation 
by ultraviolet light failed to show fluorescence. 


Case 2.—A white woman 42 years old noticed 
darkening of skin at exposed sites for several years 
and said her mother had similarly discolored skin. 
She had been addicted to morphine and heroin and 
used liberal amounts of alcohol many years. She 
smoked two packages of cigarettes daily. She had 
shortness of breath and propped her head with two 
pillows to sleep. Her ankles were edematous. 

There was a blotchy pigmentation on her face, 
dorsa of hands, upper chest, neck, wrists, forearms, 
legs, ankles, and dorsa of feet. There was consid- 
erable hirsutism, especially of cheeks and chin. The 
liver was palpable 2 fingerbreadths below the costal 
margin. Many areas of the skin of exposed parts 
both clear and pigmented by ordinary light cast a 
deep purplish color by Wood’s light. On the face, 
neck, upper chest, hands, and forearms so few clear 
spaces appeared by ultraviolet light that at these 
sites the patient looked Negroid. 

The albumin-globulin ratio was 43:50, and blood 
glucose 177 mg. per 100 cc. Cephalin flocculation 
was 3+; gamma globulin 3.24 gm. per 100 cc.; 
thymol turbidity 18.2; total cholesterol 280 mg. 
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per 100 cc.; icterus index 7; clotting time 8 min- 
utes, 30 seconds; prothrombin time 90%. 

Biopsy of the liver showed changes of cirrhosis, 
The urine contained much uroporphyrin and no 
porphobilinogen. The urine darkened on adding 
concentrated hydrochloric acid and heating. A 
frozen section from a biopsy specimen taken at a 
site revealing activation by ultraviolet light but 
showing no apparent hyperpigmentation by ordi- 
nary light was looked at under the fluorescence 
microscope. The epidermal portion showed a green- 
ish-blue fluorescence. 

Case 3.—A white man 53 years old had had 
discoloration of the skin, together with “poor diges- 
tion,” for several years. 

There was a diffuse, violaceous discoloration of 
the face, neck, hands, and forearms. Interspersed 
were vitiligo-like spots, excoriations, and crusts. 
The skin over the jaws and upper neck had a some- 
what indurated feel. His general physical examina- 
tion showed nothing particularly abnormal. The 
face and hands at both pigmented and some clear 
places displayed a dark purplish hue under Wood's 
light. 

The cephalin flocculation was 4+, thymol tur- 
bidity 15, total cholesterol 155 mg. per 100 cc., and 
icterus index 12. The urine contained much. uro- 
porphyrin. The feces, too, contained uroporphyrin 
and coproporphyrin. A biopsy of the liver showed 
changes of cirrhosis. A frozen section of a speci- 
men taken at the’back of the neck showed, with the 
aid of the fluorescence microscope, bluish-green 
fluorescence of the epidermis. 


COMMENT 


The pronounced association of fluorescence 
and induced visibility by ultraviolet light 
of pigmented parts suggests the light- 
activated material is laid down with melanin. 
Indeed, melanosis without porphyria shows 
up by Wood’s light, but less intensely. Dif- 
ferential staining shows the increased pig- 
mentation is due in part at least to melanin. 
That the melanin itself is not responsible 
for the fluorescence is proved by the pigment 
remaining in the tissue after fixing and 
processing washes out or modifies whatever 
it is in the epidermis that fluoresces. It is 
possible the increased melanin is a response 
to the fluorescence present. In that case 
the fluorescing agent would precede the 
hyperpigmentation. That this might be so 
is suggested by the areas of melanosis coin- 
ciding with sites of exposure to light. These 
parts, too, are the usual ones for the ap- 
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pearance of vesicles, bullae, and their con- 
secutive lesions, as well as milia. On the 
other hand, the back, where there was no 
increased pigmentation, showed doubtful 
fluorescence by microscope and no activation 
by Wood’s light. This could mean that light 
attracts or helps form and fix the fluorescent 
material as well as melanin. 

In two of the patients, including the girl 
with the congenital form, several exposures 
from the hot mercury vapor lamp to pro- 
duce just perceptible erythema of the back 
did not produce vesiculation or blistering. 
Nor could gross fluorescence be shown to 
follow the erythema. Perhaps acute experi- 
ments such as these are insufficient for the 
purpose. We know long-continued exposure 
to light is necessary for the elastic tissue 
changes seen on exposed areas of the skin 
in some persons. Clarification of many facets 
and even basic considerations await further 
observations and much investigation of the 
porphyria problem. 

Histologically many of the degenerative 
changes seen in skin chronically exposed to 
sunlight are seen at exposed sites in por- 
phyria. It is speculation to assume the por- 
phyrins present in urine and feces are also 
in the skin. The violaceous tint to the cutane- 
ous pigment and the deep purplish color 
suggest some of the hues seen in urine in 
porphyria. 

At the next opportunity we shall use 
watery, alcoholic, and various other media 
for soaking frozen sections for differential 
solubilities studies. This should help define 
the fluorescent materials. Another obvious 
approach, of course, is spectroscopic study. 

Direct methods for studying the fluores- 
cent materials will probably not be useful 
for characterizing the substances. Chro- 
matography and ordinary organic proce- 


dures are almost ruled out at once by 
lability of these products on contact with 
ordinary reagents. We are attempting to 
collect enough of them and find a proper 
solvent to do light-absorption studies. In- 
formation so obtained may help to recognize 
the fluorescent materials among those whose 
absorption patterns are known. Failing in 
this, the reciprocal in vivo absorption method 
of determining absorption may be tried 
and prove useful. The pattern of light re- 
flection from affected sites of skin may give 
us the wave lengths of absorption by the 
fluorescent agents in situ. The darkened 
areas revealed by Wood’s light fail to re- 
flect a certain part of the spectrum, that 
is, absorb it. This would seem to be in the 
near ultraviolet portion of the spectrum to 
be visible. We were unable to portray these 
parts by ordinary photography or by any 
special film or plates. Another plan to be 
explored is to induce blisters at involved 
sites and study their content. Brunsting * 
states, however, he found their fluid not to 
fluoresce. 
SUMMARY 


A girl with the congenital form of por- 
phyria and two adults with the chronic 
tardive variety showed under Wood’s light 
patches of a deep purplish hue at areas usu- 
ally exposed to light, such as the face and 
hands. These changes appeared at sites of 
apparently normal skin as well as hyper- 
pigmented parts. Frozen sections of biopsy 
specimens from these activated places fluor- 
esced a greenish-blue at the epidermis under 
the fluorescence microscope. 
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Fox-Fordyce Disease (Apocrine Miliaria) 
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HOULVUUUATALOMHA ATTN TU 


In 1902, Fox and Fordyce * first reported 
two patients with a pruritic papular eruption 
of the axillae. They were describing a distinc- 
tive, yet rare, dermatosis which strangely 
had eluded recognition by preceding ob- 
servers. Within the next 25 years, more 
than 75 cases had been reported and it had 
been established that Fox-Fordyce disease, 
as it came to be known, was intimately as- 
sociated with the apocrine sweat gland. 


It is profitable to survey the course of 
development of knowledge concerning this 
disease as revealed by more than 125 articles. 
Although no recent reviews have appeared, 
Goodman ? and also Engelhardt * have care- 
fully presented the data available from 1902 
to 1927. The salient accepted findings of this 
initial period may be summarized as follows: 


1. Clinically the disease was defined as 
a chronic pruritic papular eruption, usually 
appearing in women and presenting a strict 
localization to the areas bearing apocrine 
sweat glands. The papules were discrete, 
firm, flesh-colored, and perifollicular. They 
presented a smooth, rounded, dome-shaped 
appearance, with a central punctum or core. 
This keratinous core could be expressed 
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mechanically, and occasional observers noted 
a serous or milky fluid appear upon pricking 
the papule. After exercise or during emo- 
tional tension, the papules showed a minor 
increase in size. Upon stretching the skin, 
the papules appeared to fall in a moniliform 
or linear arrangement of pinhead- to pea- 
sized elevations. The skin between the lesions 
was usually normal; although occasionally 
some thickening was noted, true lichenifica- 
tion was not observed. No eczematous 
changes were present, and usually there was 
no evidence of excoriation. 


The sites affected, in general order of 
frequency, were the axillae, pubes, labia, 
perineum, areolae of breasts, presternal area, 
umbilicus, and medial surface of upper thigh. 
Generally all areas were affected simultane- 
ously. More than 90% of the cases were 
seen in women, the majority being in the 
age group of 13 to 35 years. The disease 
was never seen before puberty and was ex- 
tremely rare in the postmenopausal period. 
although one patient was a woman of 67 
years. 

The affected areas commonly showed a 
decrease in eccrine sweating, although the 
disease could be present in association with 
hyperhidrosis. There was usually interference 
with hair growth. In most patients the hair 
was dry, sparse, and brittle, and in some 
there was complete loss of hair. No regrowth 
occurred after shaving. 







Localized pruritus was an almost in- 
variable symptom. It was described as ap- 
pearing in severe pargxysmal attacks initiated 
by emotional ciel sexual activity, excite- 
ment, or even exércise. This pruritus was 
worse at night, often interfering with sleep. 
In some patients there was a definite pre- 
menstrual flare; accentuation of the symp- 
toms was noted in others during pregnancy, 
but this effect was a variable one. 
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FOX-FORDYCE DISEASE 


The disease persisted for many years, in 
one instance the course being over an 18-year 
period. Complications or secondary changes 
were extremely rare, although one patient 
did develop hidradenitis suppurativa“ There 
were no associated general medical problems, 
even though many patients were reported as 
being “nervous.” This gives small wonder 
in view of the overwhelming recurrent daily 
attacks of pruritus. 


2. Histologically the major findings were 
(a) hyperkeratosis with plugging of the 
apocrine sweat gland duct and associated 
hair follicle; (b) epidermal acanthosis and 
spongiosis ; (c) chronic inflammatory changes 
in the dermis, and (d) dilatation of the 
apocrine sweat gland acini. 

3. It was generally acknowledged that 
therapy, short of surgical excision of an 
affected area, was unsatisfactory. Isolated 
reports of good results with irradiation did, 
however, appear. ; 

4. Clinicians acquainted with this entity 
had little difficulty diagnostically because of 
the specific localization, uniform appearance, 
and striking symptomatology. However, for 
some the differential diagnostic list included 
acanthosis nigricans, folliculitis, leiomyoma, 
lichen nitidus, lichen planus, localized neuro- 
dermatitis, nevus, sebaceous adenoma, sy- 
ringoma, syringocystadenoma, and verruca 
plana. 


5. From the etiologic standpoint, the origi- 





ing a unique localization. | 
made the signal correlation \of the 
tion of this disease and the di 
the apocrine sweat glands.® This led to the 
immediate development of the concept that 
Fox-Fordyce disease was a systemic disorder 
selectively affecting all apocrine sweat glands. 
The eccrine glands appeared to be un- 
affected. In a series of papers, Fischer fur- 
ther hypothesized that a chemical change in 
the composition of apocrine sweat was funda- 
mentally responsible for the entire dis- 
turbance. This abnormal sweat, he felt, 
caused epidermal injury, leading to hyper- 


keratosis, acanthosis, spongiosis, inflamma- 
tory changes, and itching. He considered the 
disorder a “secretory dermatosis.” 

There was widespread acceptance of the 
fact that the apocrine glands were involved © 
in Fox-Fordyce disease, but various authors 
proposed alternative theories as to the exact 
nature of participation. Pick’ felt that the 
primary change occurred not in the epidermis 
but in the dermis surrounding the secretory 
portion of the gland. Engelhardt * did not 
assume an abnormal apocrine secretion, but 
rather believed that the dermatosis arose 
after a preceding inflammatory change in 
the skin. He emphasized the plugging of 
the apocrine sweat duct and suggested that 
trapped sweat diffused out of the duct 
into the epidermis, causing spongiosis and 
pruritus. 

With this background, one can outline 
reports published after Engelhardt’s review. 
In 1928, Schmidt * made histologic studies 
and stressed the fact that rupture of the 
apocrine duct occurred in the dermis, with 
the development of a local inflammatory 
infiltrate. Numerous case reports continued 
to appear. Among these are those of Dohi,° 
who gave a clear account of the disease as 
seen in Japanese, and Vivo,’ giving the 
experiences in Italy. Gougerot and Blum™ 
reported one of the rare nonpruritic examples 
of Fox-Fordyce disease. Later, Gougerot 
and Brouet ?? suggested a nevoid origin for 
the process. Gradually, estrogenic therapy 
assumed prominence in the case. reports. 
with Roxburgh,’* for example, reporting 
that an oral dose of 1 mg. of diethylstilbestrol 
daily produced immediate improvement. 
Others gave estrogenic therapy a less favor- 
able comment. Cornbleet ** emphasized again. 
however, hormonal factors in this disease 
and cited an instance of involution during 
pregnancy and another?® following testos- 
terone therapy. The latest case report ?® 
returns to suggesting that Fox-Fordyce dis- 
ease is a neurodermatitis and advises treat- 
ment ‘with corticotropin. 

Recent advances in our knowledge of the 
physiology and function of the apocrine 
sweat gland ** stimulated us to reexplore the 
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nature and. pathogenesis of Fox-Fordyce 
disease. Our clinical observations were made 
on five patients, and histologic studies were 
performed on biopsy specimens from these 
patients, as well as on nine additional biopsy 
specimens secured both from the University 
of Pennsylvania files, through Dr. Herman 
Beerman, and from the personal collection 
ot Dr. Frederick D. Weidman. We are also 
privileged to record clinical and histologic 
studies made by Dr. Walter C. Lobitz Jr. 
on an additional. 15th unreported case. The 
biopsy specimens, secured from a conjoint 
collection of more than 25,000, were all 
serially sectioned and stained routinely with 
hematoxylin and eosin. 
















































SUMMARY OF CASES * 


CasE | (Referred by Dr. John Scully, of Reading, 
Pa.).—An 18-year-old white woman: Pruritic pap- 
ules in axilla, pubic area, and areolae of breasts 
for several years. Frequent daily attacks of severe 
pruritus in affected sites. No response to radiation 





* Cases 1 through 5 were observed clinically and 
histologically ; biopsy material was studied in Cases 
6 through 14; Case 15 is a case of Dr. Walter C. 
Lobitz Jr. 


Fig. 1 (Case 2).—General view of involvement 
of right axilla. Note that the papular eruption is 
seen only in the area where apocrine glands occur. 


A. ARCHIVES OF DERMATOLOGY 





Fig. 2 (Case 2).—Close-up of axilla seen in 
Figure 1. Note that the papules in Fox-Fordyce dis- 
ease are follicular and that the hair is sparse. The 
skin between the papules is normal, sharply dis- 
tinguishing this condition from localized neuro- 
dermatitis.” 


(234 r of unfiltered x-ray, 80 kv. (peak), 5 ma, 
given in divided dosage), methantheline (Banthine) 
bromide, vitamin A (topically, orally, and intra- 
muscularly), or dimethisoquin (Quotane) ointment 
topically. Temporary remission during pregnancy. 

Biopsy.—Specimen revealed hyperkeratosis of 
follicular orifices with plugging of apocrine duct 
orifice, epidermal vesiculation about ruptured apo- 
crine sweat duct,. minimal inflammatory infiltrate 
in upper cutis, normal apocrine and eccrine sweat 
glands. 

Case 2.—A 15-year-old Negro girl: Pruritic 
papular eruption of axillae present since age 11 
(Figs. 1 and 2). Menarche, age 10. Observed by us 
over three-year period. Has axillary eccrine hyper- 
hidrosis. All findings typical of Fox-Fordyce dis- 
ease. 

Special Study.—Local injection of 0.15 cc. of 
epinephrine (1: 1000 solution) produced pruritus 
and enlargement of papules. No apocrine sweat 
appeared on surface. Axillae are odorless before 
and. after injection. Injection of pilocarpine (1: 100) 
and also saline (0.9%) solutions without effect. 

Biopsy.—Specimen revealed follicular orifice 
filled with keratotic material, epidermal vesicula- 
tion about ruptured apocrine duct, apocrine acini 
dilated, walls atrophic, and some surrounded by 
inflammatory infiltrate (Figs. 3, 4, 5, and 6). 





FOX-FORDYCE DISEASE 


Case 3 (Referred by Dr. Miriam Reed, of Prince- 
ton, N. J.).—A 48-year-old white woman devel- 
ed a severe pruritus of both axillae at age 45. 
ree months later the papular eruption appeared, 
and six months later the process extended to 
volve the areolae of the breasts and the pubic area. 
During the daily attacks of pruritus, the papules 
become more prominent. Hair is sparse and has 
own no growth since the onset. General health 
‘good. Menstrual cycles showing irregularity of 
‘menopause. The attacks of pruritus may follow 
“a variety of stimuli, e. g., tension during television 
ogram, heat, friction of clothes, motion of arms. 
No seasonal differences. Corticotropin (Acthar) 


Fig. 3 (Case 2).—Biopsy specimen showing large 


keratinous plug in the follicular orifice extending. 


into the apocrine duct. Arrow points to keratinous 
obstruction in terminal intraepidermal apocrine 
duct. There is a small vesicle just to the left which 
represents sweat retention. Such keratinous plug- 
ging is common in the axilla and does not indicate 
Fox-Fordyce disease. It is the retention vesicle 
which is the diagnostic feature. Reduced about % 
from mag. Xx 80. 


gel (40 provisional U. S. P. units I. M.), ultra- 
violet light, and 400 r of x-ray of no value. Local 
antibiotic ointment, dimethisoquin lotion, and also 
ichthammol used with no effect on pruritus. 
Special Study—Local injection of 0.15 cc. of epi- 
nephrine (1: 1000 solution) produced no apocrine 
Sweating. Minimal pruritus noted, and no change 
seen in papules. Gynecologic examination normal. 


Fig. 4 (Case 2).—Close-up view of keratinous 
closure of apocrine duct with pseudospongiosis 
from apocrine sweat retention which followed rup- 
ture of the duct. Note inflammatory response in 
adjacent dermis and in the vesicle itself. Reduced 
about 4% from mag. Xx 160. 


Fig. 5 (Case 2).—Rupture of intraepidermal 


apocrine duct with microvesicie formation below 
occlusion. Basal-cell layer has also been disrupted. 
Reduced about % from mag. x 320. 
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Fig. 6 (Case 2)—Two examples of apocrine 
sweat retention in rete pegs. Casual inspection of 
such a field would not distinguish it from nonspe- 
cific dermatitis. Reduced about 4 from mag. « 160. 


. Fig. 7 (Case 3).—General view of epidermis in 
biopsy specimen showing diagnostic paraductal 
apocrine sweat retention cyst. Note absence of dif- 
fuse spongiosis as seen in localized neurodermatitis. 
Reduced about % from mag. xX 95. 


OF DERMATOLOGY 


Fig. 8 (Case 3).—Typical appearance of fully 
developed apocrine sweat retention vesicle. This is 
diagnostic of Fox-Fordyce disease. Note inflamma- 
tory change in adjacent dermis. Some inflammatory 
cells have migrated into the vesicle. Reduced about 
\% from mag. X 100. 


Fig. 9.—Eccrine sweat retention vesicle shown 
for comparison. Note typical epidermal vesiculation 


of miliaria rubra. Reduced about 4% from mag. 


x 200. 
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Fig. 10 (Case 3).—Close-up of normal apocrine 
secretory tubules seen on biopsy specimen from 
Fox-Fordyce disease. Note absence of inflammatory 
change around the gland. Reduced about 4 from 
mag. xX 160. 


Biopsy. — Follicular hyperkeratosis, acanthosis, 
epidermal vesicle about ruptured apocrine duct, 
inflammatory cells about duct as it leaves acini 
(Figs. 7, 8, 10, 11, and 12). 

Case 4—A 24-year-old Negro woman: Pruritic 
papules of each axilla, present for one year. 

Special Study.—Axillae odorless. Apocrine anhi- 
drosis as shown by epinephrine test. Pruritus severe 


after epinephrine injection. 


Biopsy. — Follicular hyperkeratosis, acanthosis, 

and epidermal vesiculation about each apocrine 
sweat gland duct, apocrine secretory acini normal, 
no periglandular inflammation. 
Case 5.—A 21-year-old Negro woman: Pruritic 
papules of the axilla, areolae of the breasts, and the 
pubes of seven months’ duration. Pruritus initiated 
by emotional changes or by. work. 

Special Study.—Apocrine anhidrosis as shown by 
epinephrine test. 

Biopsy. — Follicular hyperkeratosis, epidermal 
vesiculation about ruptured apocrine duct, apocrine 
secretory acini normal. 

Case 6.—A 25-year-old Negro man: No history 
available. 

Biopsy.—Follicular hyperkeratosis, epidermal ves- 
iculation, cystic apocrine gland, no periglandular 
inflammatory change. 


Case 7.—A 21-year-old white woman: Involve- 
ment in axilla and pubes. 


Biopsy.—N othing diagnostic. 


Case 8.—A 36-year-old Negro woman: Pruritic 
papules of axilla and pubes of two years’ duration. 


Biopsy. — Follicular hyperkeratosis, epidermal 
cysts about ruptured apocrine ducts, apocrine glands 
normal, with some inflammatory infiltrate about 
them. 


Case 9.—A 25-year-old white woman: Pruritic 
papules of the axilla of one year’s duration. 


Biopsy. — Follicular hyperkeratosis, epidermal 
cysts about ruptured apocrine ducts, apocrine glands 
cystic, atrophy of secretory cells. 


Case 10.—A 16-year-old Negro girl: Pruritic 
papules of axilla and areolae of breasts. Present for 
one year. Resistant to therapy. 

Biopsy. — Follicular hyperkeratosis, epidermal 
cysts, normal apocrine sweat glands. 


Case 11—A 40-year-old white woman: Pruritic 
papules in the axilla, on breast, and on pubes for 
two years. 


Fig. 11 (Case 3).—Close-up of cystic dilated 
apocrine secretory tubules seen on biopsy specimen 
from Fox-Fordyce disease. Note sweat retention 
casts and extremely flat secretory cells in contrast 
to Figure 10 showing gland from same _ biopsy 
specimen. This histologic finding is common and 


indicates apocrine sweat retention. The rupture of 
the duct and epidermal sweat retention vesiculation 
are specific for Fox-Fordyce disease. Reduced about 
\% from mag. X 160. 








Biopsy—Epidermal vesiculation about ruptured 
apocrine duct. Apocrine acini not seen because of 
superficial biopsy. 

Case 12.—A 21-year-old white woman: Pruritic 
papules of axillae and pubes. 

Biopsy.—Inadequate specimen; small, superficial. 

Case 13 (Courtesy of Dr. Weidman).—A 23- 
year-old white woman: Nonpruritic flesh-colored 
papules in the axillae. 

Biopsy. — Follicular hyperkeratosis, epidermal 
vesicles, local acanthosis, and infiltrate. No apocrine 
glands seen because of superficial biopsy. 





12 (Case 3).—Nonspecific inflammatory 
response about apocrine gland at junction of ductal 


Fig. 


and tubular portion. This was seen in the same 
specimen as is shown in Figures 10 and 11. Reduced 
about % from mag. x 160. 


Case 14 (Courtesy of Dr. Weidman).—A 20- 
year-old white woman: Pruritic papules of the 
axillae. 

Biopsy.—Nondiagnostic. Small specimen. 

Case 15 (Patient studied by Dr. Walter C. 
Lobitz Jr., Hanover, N. H.).—A 21-year-old white 
woman: Pruritic follicular hyperkeratotic papules 
in the apocrine areas of the axillae, breasts, groin, 
midchest, as well as a few on the face (a known site 
of ectopic apocrine glands). All axillary odor dis- 
appeared once the Fox-Fordyce disease started. 
Apocrine anhidrosis was demonstrated by an epi- 
nephrine test, as well as on attempts at manual 
expression of apocrine sweat. All adrenergic stim- 
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uli, either pharmacologic (local and systemic) or 
emotional, precipitated attacks of pruritus and 
accentuated the clinical picture. In contrast, intra- 
dermal acetylcholine as well as “cholinergic” emo- 
tional changes produced eccrine sweating and flush- 
ing but had no effect on the lesions, nor did these 
induce pruritus. 


Biopsy. — Follicular hyperkeratosis, epidermal © 
vesiculation about ruptured apocrine duct, no inflam- 
matory change, apocrine sweat glands dilated and 
cystic. 


COMMENT 


A number of observers, noting the hyper- 
keratosis of the terminal apocrine duct, com- 
mented upon sweat retention in Fox-Fordyce 
disease. However, there was no direct evi- 
dence whether or not sweat retention actually 
occurred. Our study is the first to demon- 
strate that patients with Fox-Fordyce disease 
have complete apocrine anhidrosis. We found 
that, mel eric sweating is normal, 
apocrine sweat never appears on the skin 
surface in response to specific stimuli.*” This 
anhidrosis is not evident on clinical inspec- 
tion alone, since apocrine sweating is always 
slight in amount and is usually masked by 
the eccrine response. 


Further study revealed that this anhidrosis 
did not result from any ighpairment of the 
secretory portion of the Apocrine gland. On 
the contrary, the apeefine secretory tubules 
showed normal function. It became evident 
that the keratotic plug in the apocrine duct 
orifice was actually responsible for the 
anhidrosis. True sweat retention was oc- 
curring in the apocrine gland unit. Additional 
investigation revealed that the apocrine sweat 
retention was not of the asymptomatic kind 
which so often occurs normally.** Serial 
sections clearly displayed that the continued 
secretion of sweat under pressure had led 
to the rupture of the apocrine duct as it 
passed through the epidermis. The specific 
diagnostic sign of such rupture was the 
intraepidermal sweat retention vesicle. This 
had been missed by many observers because 
of a failure to study serial sections. Others 
in describing this vesicle failed to ascribe 
any unique significance to it. Actually, the 
presence of this apocrine sweat’ retention 
vesicle permits the pathologist to make 
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an unequivocal diagnosis of Fox-Fordyce 


disease. 
Viewing Fox-Fordyce disease as an apo- 


_ crine sweat retention entity, it is easy to 
explain many of the typical clinical and 
_ histologic findings. The apocrine sweat gland 
_ does not develop until puberty, and it shows 
atrophic changes in later life. This is in 

keeping with the age incidence of this disease. 


The apocrine glands are greatest in number 


in the axilla, and this is the invariable site 
_ of Fox-Fordyce disease. The other areas in 


which glands may be found, even ectopically, 


as for example on the face, have all shown 
_ involvement. The primary lesion, the papule, 
‘largely results- 


eratotic plug, the 








localized secondary acanthosis;-and—the in- 
filtrate: During periods in which~apoerine 


sweating would normally occur, e. g., after 
emotional stimuli, movement, or any adre- 
nergic stimulus, the papule shows some 
enlargement due to apocrine sweat pouring 
into the epidermis. This apocrine sweat has 
been forced from the apocrine tubular reser- 
voir into the epidermal vesicle by the con- 
traction of the myoepithelium. This extra- 
vasated apocrine sweat is the stimulus for 
pruritus, and, thus, we see attacks of pru- 
ritus being correlated with all the apocrine 
sweat gland stimuli. 

It is necessary to point up a sharp dis- 
tinction between the eccrine and the apocrine 
sweat retention entities. This distinction re- 
sults from a basic physiologic difference in the 
two glands. The eccrine sweat gland responds 
to stimuli by an immediate secretion and 
outpouring of sweat which is synonymous 
with sweating. In contrast, stimuli to the 
apocrine gland result only in emptying the 
gland of preformed secretion. This emptying 
is perceived as apocrine sweating. Apocrine 
secretion itself, however, is a slow continu- 
ous autonomous process analogous to hair 
growth and uninfluenced by stimuli. In the 
eccrine unit in miliaria rubra, stimuli such 
as thermal stress produce a continuous sweat 
secretion into the epidermis leading to epi- 
dermal damage, prolonged pruritus, and 
vasodilation (Fig. 9). In contrast, in Fox- 
Fordyce disease stimuli to the apocrine gland 





Fig. 13—Schematic drawing of the significant 
events in Fox-Fordyce disease. The closure of the 
terminal apocrine sweat duct by keratin is followed 
by a dilatation of the apocrine sweat gland unit, 
leading to ductal rupture and formation of an apo- 
crine sweat retention cyst in the epidermis. Epi- 
dermal damage is followed by acanthosis and also 
inflammatory response in the dermis. The epidermal 
retention cyst, uniquely diagnostic of Fox-Fordyce 
disease, can be demonstrated with assurance only 
when serial sections are studied. 


merely empty the preformed sweat into the 
epidermis, resulting in distinct attacks of 
pruritus in the absence of any vasodilation. 
In both instances the patient is sweating 
into instead of onto the skin. 


The absence of axillary odor, although 
interpreted by some as evidence in favor of 
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Comparison of Two Sweat Retention Syndromes 
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After emotional stimuli, epinephrine 
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Fischer’s theory of a qualitative change in 
apocrine sweat, undoubtedly reflects the 
apocrine anhidrosis of Fox-Fordyce disease.” 

Histologically, the primary change is 
follicular hyperkeratosis (Fig. 13). This 
change is of unknown cause, but the chronic- 
ity of the disease and its predilection for the 
female sex suggest a hormonal etiology. 
Certainly, external factors can be excluded 
as causative. The singular diagnostic histo- 
logic finding is the paraductal sweat retention 
vesicle. All the other changes, acanthosis, 
parakeratosis, inflammatory infiltrates, and 
changes in the secretory coils, are of sec- 
ondary nondiagnostic importance. One final 
word regarding dilatation of the apocrine 
secretory tubules: This change may occur, 
although it is variable in extent and degree. 
Most of the confusion has stemmed from the 
fact that the normal apocrine gland tubule 
is many times larger than the eccrine tubule, 
so that the early workers, unaware of the 
apocrine gland, described the normal apo- 
crine glands as pathologically dilated sweat 
glands. In the presence of sweat retention 
many apocrine glands do become large cystic 
structures, but this is asymptomatic and a 
common finding in normal skin. It is only 
when intraepidermal rupture occurs that 
Fox-Fordyce changes develop. 

The failure of therapy is a direct result 
of dur inability to inhibit apocrine secretion. 
The gland appears to be totally immune to 
pharmacologic measures and to radiation. 
It is evident that further study of the factors 
controlling the secretory activity of this gland 
is needed. Clinical evidence suggests that 
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the endocrinologic approach would probably 
be the most rewarding one. 

Our study clearly places Fox-Fordyce 
disease into the group of sweat retention 
dermatoses *° which bear the generic title 
of miliaria. Up to now, miliaria has been 
related solely to the eccrine sweat gland, but 
it would seem necessary to expand the con- 
cept of miliaria to include disturbances 
arising from the retention and extravasation 
of apocrine sweat. Accordingly, we suggest 
the name apocrine miliaria for Fox-Fordyce 
disease. Apocrine miliaria is the apocrine 
analogue to miliaria rubra (Table), since 
both have the prime distinctive feature of 
epidermal vesiculation about the terminal 
sweat duct.** 

SUMMARY 


Physiologic and histologic study of 15 
cases of Fox-Fordyce disease revealed that 
this disease is characterized by apocrine 
anhidrosis, pore closure, and sweat retention 
vesicles in the epidermis. These apocrine 
sweat retention vesicles, which invariably 
can be demonstrated in serial sections, 
permit a definitive histologic diagnosis of 
this disease. 

Analogy is drawn between Fox-Fordyce 
disease and miliaria rubra. 

The name apocrine miliaria is proposed 
as a synonym for Fox-Fordyce disease. 


ABSTRACT OF DISCUSSION 


Dr. Marton B. Sutzpercer, New York: When 
I started, last night and this morning, to jot down 
some notes for my discussion on Dr. Shelley’s 
paper, I regretted that I had not taken the trouble 
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to write out in detail and in manuscript form just 
what I wanted to say. I found that so many 
different thoughts came to me and that Dr. Shel- 
ley’s presentation stimulated so many ideas I would 
jike to discuss, that without such proper organiza- 
tion of my time I am sure I shall be able to bring 
you only a small fraction of what I would like to 
say. 

You know that this disease, Fox-Fordyce disease, 
was classified in the monograph which Franz Herr- 
mann and I have just prepared as one of the idio- 
pathic structural defects of the apocrine glands 
(page 64, The Clinical Significance of Disturbances 
in the Delivery of Sweat, Springfield, Ill., Charles 
C Thomas, Publisher, 1954). We also discussed 
the question of the hyperkeratotic plugs and the 
itch crises upon stimuli which should lead to the 
delivery of sweat but do not; in other words, we 
classified this as an idiopathic type of anhidrosis 
of the axillae in relation to the apocrine glands. 

Now, when we said “idiopathic,” we meant “of 
unknown cause,” as always. “Idiopathic” is really 
the same as saying “ignoramus” ; it connotes ignor- 
ance, of course. That is in contradistinction to the 
instances in which we now know some of the causes 
of the sweat retention in the eccrine glands. For 
instance, in prickly heat as well as in tropical 
anhidrotic asthenia, we know that the obstruction 
to eccrine sweat delivery often occurs after pro- 
longed periods cf excessive sweating and macera- 
tion of the skin surface, which in some way leads 
to the occlusion of the eccrine ducts and consequent 
intracutaneous injection of sweat. 

We know also that electropositive materials, such 
as electropositive dyes, will lead to obstruction of 
or at least to interference with the delivery of 
sweat of the eccrine glands, and thereby to differ- 
ent types of skin eruptions. 

We know, since the experiments of Julius 
Schlachter in 1908, that one can produce experi- 
mental miliaria by the application of the galvanic 
current, particularly at the positive pole; since the 
time of Kreibich, experimental miliaria has been 
produced by CO, snow or by ultraviolet light, 
and since the time of Sigmund Pollitzer, the rela- 
tionship of these experimental lesions to sweat 
gland obstruction and clinical prickly heat has been 
demonstrated—and, of course, all these are further 
elucidated by the fine work of O’Brien and of 
Shelley and his co-workers and by the studies of 
our group on Guam. 

As far as the second question is concerned, the 
bouts of itching occur when apocrine glands are 
stimulated in a fashion which would ordinarily 
lead to delivery of sweat to the surface but cannot 
do so because of the orificial and ductal obstruc- 
tions. This is essentially similar to what happens 


‘when eccrine glands are stimulated but cannot 


deliver their sweat to the surface; so that we see 


here a relationship again between the itching and 
prickling bouts in miliaria—in ordinary miliaria— 
and the itching bouts in Fox-Fordyce disease. These 
are among the analogies which Dr. Shelley has 
pointed out so beautifully. So I agree that it is 
quite correct to call Fox-Fordyce disease a type 
of miliaria of the apocrine glands. 

But there are also relationships between Fox- 
Fordyce disease and hidradenitis axillaris of the 
ordinary suppurative type, as well as between these 
and the group of lesions which Dr. Henry Brun- 
sting described here a few years ago (I think 
three or four years ago) under the title ‘“Hidra- 
denitis and Variants of Acne,” and, again, there 
is some relationship between this hidradenitis and 
some common forms of acne vulgaris, particularly 
of the cystic and conglobata type. 

You see that all of these have, basitally and 
fundamentally, an obstruction of the ducts or of the 
glandular orifices as an essential of the pathogenetic 
process. These obstructions are often brought 
about in a still most mysterious fashion; but, in 
certain cases, one now sees some light on the 
causation of this fundamental obstruction of all 
these orifices. One sees that it is multifactorial; 
that there probably is, for instance in Fox-Fordyce 
disease, an original local, poorly functioning, or 
poorly or barely patent opening of the apocrine 
glands, of the ducts. This sort of local inferiority 
which leads to a peculiar susceptibility to glandular 
obstruction may well be a kind of functional or 
structural nevoid anomaly in at least some cases. 
This is seen, for example, in the fact that Franz 
Herrmann and his co-workers, who have been 
observing the effects of applications of antiperspi- 
rants to a so-called “normal population,” have 
demonstrated that in the very rare instances in 
which one produces obstructive disease of these 
glands of the axillae, it is very prone to occur in 
certain families, showing that the inherent insuffh- 
ciency of this apparatus is sometimes familial in 
nature. 

In 10 years of work, in tens of thousands of 
axillary applications and in hundreds of volunteers, 
we at the New York Skin and Cancer Unit found 
only six instances of axillary sweat gland abscesses 
which were regularly producible by means of ap- 
plications of antiperspirants, and these six cases 
were in members of just two families—three in one 
family and three in another. In all six of these 
predisposed persons, no matter what antiperspirant 
was applied, provided it was effective in stopping 
or materially reducing axillary sweating, it always 
produced the obstructive disease of the sweat glands 
of thé axillae (page 153, Clinical Significance of 
Disturbances in the Delivery of Sweat, Springfield, 
Ill., Charles C Thomas, Publisher, 1954). 

I think that perhaps we are now completing 
the circle of evidence which shows how heat, 
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exertion, emotional and psychic stimuli, etc., can 
lead to cholinergic and adrenergic stimuli; how 
these in turn lead to attempts to deliver sweat, 
and how the occluded ducts keep it from getting 
out onto the surface and force the irritating pruri- 
genic sweat into false passages and into the 
periductal epidermodermal tissues. This is a 
mechanism which Herrmann and I have proposed 
and discussed and, indeed, supported by consider- 
able clinical and laboratory evidence in many cases 
of atopic dermatitis and other paroxysmally itching 
skin diseases. 

As Dr. Shelley has pointed out again here today, 
one sees the possibility that this is precisely the 
mechanism which leads to Fox-Fordyce disease 
and its itch crises. So that this is another relation- 
ship between neurodermatitis, or atopic dermatitis, 
and Fox-Fordyce disease. 

The important bridge which I have postulated 
between emotional stimuli and bouts of itching is, 
I hope, now quite apparent. That, I think, is one 
of the fundamentally important advances brought 
to light by the concept of sweat retention and its 
consequences. 


Dr. HAmitton MontcomeEry, Rochester, Minn.: 
I enjoyed Dr. Shelley’s paper and agree with him 
in regard to the periporal duct obstruction. A 
few weeks ago I borrowed from Louis Winer a 
set of slides from the Exhibit and Panel Demon- 
stration on Histopathology at the Academy meeting 
in December. In this set were two cases of Fox- 
Fordyce disease presented by Dr. Hyman. In the 
discussion on these cases, different members of 
the panel stated that the histologic changes in Fox- 
Fordyce disease were not diagnostic, or presented 
features of neurodermatitis, or were equivalent 
to an apocrine miliaria. This prompted Dr. 
Winkelman and myself to review four cases of Fox- 
Fordyce disease that we had histologic sections on 
at the Mayo Clinic. We also found periporal 
plugging and evidence of neurodermatitis. There 
was bluish staining, however, of a mucinous-like 
substance about the hair follicles, sweat glands, 
and profusely throughout the cutis.. Stains for 
mucin were positive both in the cutis and within 
the apocrine glands. Special histochemical studies 
revealed that the material in the apocrine glands 
was not glycogen. The presence of mucin through- 
out the cutis might conceivably act as an irritant 
and thus account for the neurodermatitis which is 
so frequently encountered in Fox-Fordyce disease. 
The presence of mucin and not glycogen aids in 
the histologic diagnosis of this condition. [A series 
of photomicrographs was shown.] These observa- 
tions given briefly in the discussion on Dr. Shelley’s 
presentation will be reported by Dr. Winkelman 
and myself in more detail. 

Dr. Eart W. Netuerton, Cleveland: I have 
enjoyed Dr. Shelley’s paper very much. My main 
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reason for discussing it is that I should like to ask 
whether he has any information on the various 
factors which stimulate the secretion of the apo- 
crine gland and if there is any evidence of endo- 
crine disturbance in the cases which he studied. 
Years ago, I reported a case of Fox-Fordyce 
disease occurring in severe Graves’ disease. Since 
there is marked sweating in the axillary region 
in Graves’ disease, and if there is a concomitant 
increase in the secretion of the apocrine sweat 
glands, this might be significant in view of Dr. 
Shelley’s and Dr. Levy’s theory on the cause of 
Fox-Fordyce disease. Furthermore, increased 
function of the eccrine sweat glands of the axillae 


which occurs in Graves’ disease may, as Dr. Sulz-. 


berger has suggested, have contributed to the 
causation of severe pruritus. 

I appreciate hearing this paper very much. We 
have seen a case recently of Fox-Fordyce disease 
and found the. hyperkeratosis which Dr. Shelley 


» mentioned. We shall do some serial sections in 


an attempt to find the presence of vesicles. 


Dr. Henry A. BrunstinG, Toledo, Ohio: It is 
well known that Fox-Fordyce disease occurs pre- 
dominantly in the female sex. In addition to the 
factors mentioned acting as apocrine gland stimuli, 
abnormality in the estrogenic or androgenic balance 
may be of significance. In the few patients that 
I have studied, I was unable to determine any 
variation in the 17-ketosteroid excretion. Dr. 
Shelley has presented us with an excellent study 
of this interesting disorder. 

Dr. A. FretcHer HAti, Santa Monica, Calif; 
I enjoyed this stimulating paper tremendously, 
and I rise only to suggest that this condition might 
yield to dermal abrasion, with particular attention 
to each of the individual miliarial papules; the 
appearance of the sections and diagram shown by 
Dr. Shelley certainly suggests that at least tem- 
porary improvement might be expected. 

Dr. Watter B. SHELLEY, Philadelphia: I want 
to thank the discussants for their interesting and 
stimulating comments. 

With regard to Dr. Sulzberger’s points, we feel, 
as he does, that this Fox-Fordyce disease is prob- 
ably in that group of disturbances in which acne, 
hidradenitis, and diseases of that sort are located; 
in other words, we view this as a disturbance of 
the follicular orifice in which an abnormal keratini- 
zation occurs. I think that the unique distinguish- 
ing feature in Fox-Fordyce disease is just the 
presence of the apocrine gland. If we could remove 
the apocrine gland from the area, I believe that we 
would remove the crises of itching, and yet we 
would not greatly change the general appearance 
of Fox-Fordyce disease. 

The second point on which we agree is the obser- 
vation that this problem of Fox-Fordyce disease 
occurs in persons who have a susceptibility to it. 
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_ FOX-FORDYCE DISEASE 


There is some change here which is unique, because 


jn our experimental work, wherein we produce 


plugging of the apocrine duct in normal subjects, 
we have never seen Fox-Fordyce disease. 

On the question of pruritus, we would like to 
stress the fact that the pruritus is related to 
adrenergic emotions, if you will: in other words, 
fear, rage, sexual excitement. The cholinergic emo- 
tions that Lobitz has talked about with relationship 
to pruritus in eccrine gland obstruction are not 
operative here, as far as we can tell; that is, if 
one injects acetylcholine into the skin, one does 
not produce pruritus. 

Dr. Montgomery’s work is exciting, I think, 
because I feel that, possibly, this mucin that he has 
demonstrated may be a tracer element. You all 
realize the difficulty we have had in the histologic 
study of eccrine sweat gland disturbances, since the 
eccrine sweat is simply water and it disappears 
during the preparation of specimens. We have 
no way of telling where it escapes or what happens 
to it. It may be that Dr. Montgomery’s work 
gives us a real lead in tracing out where apocrine 
sweat is escaping and how it is escaping. I think 
it gives us some insight into what is going on 
here, as well as a diagnostic tool. That gives me 
an opportunity to mention that, in the evolutionary 
sequence, mucin is the substance which is produced 
by the primitive sweat glands. 

Dr. Netherton’s work in this field is well known, 
and, in answer to his question, we do not know 
what the stimulus for the secretion of apocrine 
sweat is. What I was talking about was the stimu- 
lus for apocrine sweating: in other words, for the 
delivery of sweat to the surface. 

Dr. Brunsting is correct in that there is a 
definite sex ratio in the incidence of Fox-Fordyce 
disease. The females are much more commonly 
victims of this disease. 

Finally, I think Dr. Hall’s suggestion of planing 
is a valid one. We shall try it on one of our pa- 
tients and see. It may be that changing the epi- 
dermis will give therapeutic relief. 
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In recent years the effective treatment of 
discoid lupus erythematosus has been greatly 
advanced by the introduction of antimalarial 
drugs. While this as well as former methods 
of treatment remain on a purely empirical 
basis, awaiting fuller understanding of the 
pathogenesis of lupus erythematosus, it is 
now evident that quinacrine (Atabrine) and 
chloroquine (Aralen) afford suppression or 
control of the disease more consistently than 
any of the older therapeutic agents. The 
interesting history of the employment of 
antimalarials for lupus erythematosus has 
been recounted in several recent contribu- 
tions.* Chloroquine has found acceptance 
as being superior to quinacrine in avoiding 
the undesirable skin discoloration and hema- 
tologic risks of the latter. Attention now 
is centered upon the investigation of other 
antimalarial drugs in the effort to find those 
which are most beneficial and at the same 
time least toxic. 

The present report includes observations 
on the use of quinacrine, chloroquine, and 
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amodiaquin (Camoquin +). The experience 
with quinacrine and chloroquine preceded 
that with amodiaquin and provided a back- 
ground for comparison. A total of 32 pa- 
tients have participated in this study. Eleven 
received only one of the drugs; thirteen 
received separate courses of two of the 
drugs, and eight received courses of each 
of the three drugs. Results are assessed as 
of April, 1955. 

All patients had a medical history and 
examination, serology, urinalysis, and com- 
plete blood count; biopsies were performed 
when there was any doubt in the clinical 
diagnosis. Three patients had subacute dis- 
seminated lupus erythematosus; all others 
had the chronic discoid form. L. E. cell 
studies were done if systemic disease was 
suspected, as well as at random. 

Patients were seen at intervals of one or 
two weeks at the beginning of a course of 
treatment and regularly but less often during 
extended treatment while striving for maxi- 
mum improvement. Blood counts were re- 
peated frequently. Most of the patients had 
attended the clinic over considerable periods 
prior to the introduction of quinacrine— 
one for over 40 years—receiving heavy metals 
and other standard forms of therapy. These 
were discontinued in the patients of the 
present study except for the administration 
of corticosteroids to the three cases of sys- 
temic disease. Having been thoroughly in- 
doctrinated against sun exposure in the 
past, patients were simply advised after 





+ The Camoquin was supplied through’ the cour- 
tesy of Dr. Eugene H. Payne of the Department of 
Clinical Investigation, Parke, Davis & Company, 
Detroit. 
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starting antimalarial drugs to continue as 
they had been accustomed, using sun-screen 
agents when appropriate. As the study 
progressed, less emphasis was placed on the 
need for protective applications. 


OBSERVATIONS 


Quinacrine.—Favorable reports, beginning 
with that of Page,!? indicated that here was 
a drug which deserved a trial in the treat- 
ment of discoid lupus erythematosus. En- 
couraging responses to quinacrine occurred 
in our patients soon after treatment was 
under way, usually within the first month. 
Two patients began treatment with quina- 
crine in April, 1952, and fourteen more be- 
gan during the year that followed (Cases 1- 
16). The starting dose was 0.3 gm. daily; 
this was continued until the onset of skin 
discoloration and then lowered to 0.2 gm. 
daily; prolonged treatment was maintained 
with 0.1 gm. daily. 

Our results with quinacrine were con- 
sistent with reports by other observers. Five 
patients reached a degree of improvement 
after treatment for three months which was 
considered satisfactory, and the drug was 
omitted, but each had to be re-treated for 
reactivation within an average of three 
months (Cases 3, 8, 9, 11, 14). Ten pa- 
tients had some encouraging improvement 
at the: beginning and continued quinacrine 
for 2 to 10 months before abandoning treat- 
ment or switching to chloroquine (Cases 
1, 2, 4-7, 10, 12, 13, 15). One patient had 
the atypical lichen planus eruption of quina- 
crine sensitivity in the sixth month of treat- 
ment (Case 12). Cases 7 and 15 had sub- 
acute disseminated lupus erythematosus and 
improved initially on the drug, but the 
former developed purpura and pruritus in 
the second month and quinacrine was dis- 
continued. The latter died of acute dissemi- 
nated lupus erythematosus a year later, one 
month after all antimalarial therapy had 
been stopped. A third patient with systemic 
disease received quinacrine for two and a 
half months and showed no improvement 
(Case 16). She was continued on corticos- 
teroid treatment alone for five months and 
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had a remission which is now of two years’ 
duration. 

Chloroquine ——Cases 1 to 15 were even- 
tually started on chloroquine therapy, after 
their various responses to quinacrine. Cases 
17 to 30 were started on the drug as their 
first contact with an antimalarial. In all, 29 
patients have received one or more courses 
of chloroquine since April, 1953. Of these, 
22 improved or cleared entirely during treat- 
ment, but 12 relapsed in less than a year 
and had to be re-treated; 5 improved so 
little or so slowly that they were given other 
treatment; 1 declined further treatment when 
aggravation of her lesions appeared after 
two weeks of chloroquine; 1 abandoned 
treatment because of enteritis and weight 
loss. The usual starting dose was 0.5 gm. 
daily for two weeks. Thereafter, daily sched- 
ules of from 0.25 gm. to 0.5 gm. were main- 
tained as tolerated by the patient and as 
indicated by the condition. 

Conclusions cannot be drawn from our 
cases regarding a superior effectiveness of 
chloroquine. The fact that Cases 1 to 6 
showed partial improvement with quinacrine 
but no complete remission until after a 
shift to chloroquine is not evidence that the 
end-result might have been achieved sooner 
with chloroquine from the beginning, or 
that persistence with quinacrine might not 
have been equally successful. Case 6 is of 
interest in this connection. Lesions of 12 
years’ duration on her face, chest, and hands 
became inactive during seven months of 
quinacrine therapy, while hypertrophic 
plaques on the forearms seemed unimproved. 
She was then switched to chloroquine ther- 
apy; no change in the arm lesions appeared 
for 10 months, but between the 10th and 
18th months of chloroquine, the plaques 
underwent complete involution. Paradoxical- 
ly, this seemed accelerated by deliberate ex- 
posure of the arms to sunlight. 

Cases 7 to 14 fared generally well with 
chloroquine. The relapses after quinacrine 
in Cases 8, 9, 11, and 13 responded to 
courses of chloroquine with remissions of 
six weeks or more. Cases 10, 12, and 14 
had side-effects or such slow improvement 
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after several months of chloroquine that they 
were placed on amodiaquin therapy. The 
two patients who had drug eruptions from 
quinacrine (Cases 7, 12) received chloro- 
quine for 15 and 3 months respectively with- 
out evidence of toxicity. 

Case 7 is one of the most interesting to 
consider. Having developed chronic discoid, 
lesions of the face in 1938 at the age of 
28, she had subacute dissemination of the 
disease in 1951, with positive L. E, cell 
tests. She received corticosteroid treatment 
for a year, then the trial of quinacrine to 
which reference has been made: Steroid 
treatment was resumed for another 12 
months, during the last of which she was 
cautiously introduced to chloroquine. The 
first attempt was abandoned because of ag- 
gravation of the skin lesions; the second 
and third because of pruritus; finally, on 
the fourth try, in January, 1954, she main- 
tained 0.25 gm. daily in spite of pruritus. 
Her lesions showed a reduction of inflam- 
mation at the end of two weeks; clinical 
and laboratory findings improved progres- 
sively. Since May, 1954, her L. E. cell 
studies have been negative and she has been 
regarded as in remission. The chloroquine 
has not been omitted and will probably be 
continued through the summer months of 
1955. 

Comparing quinacrine with chloroquine, 
the 15 patients who received both expressed 
a preference for the latter on grounds of 
better. tolerance, absence of skin discolora- 
tion, and (except for Case 15) more con- 
vincing improvement. 

The 14 patients (Cases 17-30) who had 
received no antimalarial prior to chloroquine 
fared well on it except Cases 26 and 27. 
Seven of this group had one or more remis- 
sions exceeding two months ; four had some 
improvement but no remission ; one has been 
on the drug 18 months ‘and is improving 
slowly (Case 21). alee 

Relapses after chloroquine. therapy seem 
to respond well to re-treatment with chloro- 
quine. Nine patients have had two or more 
courses of chloroquine, each followed by 
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remission. Case 20 has had four courses 
of chloroquine, each lasting one and a half 
to five months, and four remissions, each 
lasting two to three months. The total time 
on chloroquine has been 11 months, and the 
time in remission 9 months. In a patient 
like this, if remissions continue of short 
duration, a sustaining dose of the drug could 
be considered. Repeating courses of chloro- 
quine in this small series has not so far 
produced evidence of sensitization or de- 
creased tolerance to the drug. Prolonged 
courses of chloroquine—15 to 18 months in 
three patients—have not apparently caused 
harm. 

Results may be achieved by repeating or 
persisting with chloroquine where one would 
hesitate to take such liberties with quinacrine. 
Three patients experienced alarming aggra- 
vation of their lupus erythematosus soon 
after starting chloroquine. Two were willing 
to try the drug again later and became able 
to take therapeutic doses (Cases 7 and 21), 
Case 21 .has taken 0.25 gm. to 0.5 gm. daily 
for the past 18 months without difficulty. 
Her hypertrophic arm lesions became in- 
active in the seventh month of treatment; 
severe face lesions have improved 50%. 
Patients who had definite weight loss, visual 
disturbance, or malaise from chloroquine 
were given reduced doses or taken off treat- 
ment temporarily and, when it became avail- 
able, given amodiaquin. 

Amodiaqun.—This drug is a_ yellow, 
crystalline powder resembling quinacrine in 
appearance but not producing discoloration 
or fluorescence in the skin. It. is supplied 
in tablets of 0.2 gm. Chemically amodiaquin 
is, like chloroquine, a derivative of 7-chloro- 
4-aminoquinoline and has been investigated 
as SN-10,751 in the coordinated malaria 
study program. No injury was reported 
from its use. 

Drug concentrations in the blood plasma 
resulting from daily dosage with amodiaquin 
remain far below the high and _ persistent 
levels that chloroquine produces. High blood 
concentrations are considered desirable in 
the conventional use of antimalarial drugs 
for destruction of plasmodia,: but whether 
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such levels enhance any anti-L. E. property 
is purely speculative. 

Amodiaquin was started in Case 12 in 
July, 1954; to the present time 16 patients 
have received the drug. Of these 16 cases, 
8 had received quinacrine and chloroquine 
previously ; 6 had received only chloroquine, 
and 2 had received no antimalarial. Most 


_ patients were given one tablet of amodiaquin 


daily from the beginning of a course of treat- 
ment to the end. Patients who had a record 
of poor tolerance for antimalarials were 
introduced to amodiaquin in daily doses of 
0.1 gm. for one week, then continued on 
0.2 gm. daily. In general, the tolerance to 
amodiaquin was excellent, and in no instance 
was it necessary to omit the drug because 
of inability of the patient to take a thera- 
peutically effective dose. The commonest 
side-effect was a feeling of fatigue and lassi- 
tude. In several patients trial doses of 0.4 
gm. daily produced vertigo, weakness, and 
malaise. 

No. patient experienced gastroenteritis 
from amodiaquin but several described 
“hunger pains,” relieved by eating. Eight 
patients who had suffered gastroenteritis 
from quinacrine or chloroquine tolerated 
amodiaquin well. No. patient noted weight 
loss ; those who had previously lost on chloro- 
quine regained weight although taking amo- 
diaquin. Patients who had blurring of vision 
from chloroquine were not so troubled with 
amodiaquin. No evidence of blood damage 
appeared in any patient of this series; how- 
ever, we have observed the development of 
a severe leucopenia in one private patient 
while this patient was receiving amodiaquin. 

Remissions have occurred in 9 of the 
16 patients, all of whom had past courses 
of quinacrine, chloroquine, or both. Six of 
these concluded their first course of amodia- 
quin five or six months ago and have had 
no relapse to the present time. There has 
been one relapse in the group of nine, how- 
ever (Case 13); the remission lasted only 
one month, when reactivation of a nose 
lesion required resumption of amodiaquin. 
, One of the group of nine has never stopped 
taking amodiaquin although her remission 
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has now lasted three months (Case 25). 
The improvement was welcomed. with ex- 
treme satisfaction in this particular patient. 
Her disease was of seven months’ duration, 
involving the scalp, ear, and mouth, when 
treatment with chloroquine was started in 
April, 1954. The skin lesions hecame inactive 
in six weeks, but the erosions in the palatal, 
pharyngeal, buccal, and labial mucous mem- 
branes remained unimproved at the end of 
the fifth month on the drug. In September, 
1954, chloroquine was discontinued as in- 
effective for control of the oral lesions. The 
patient received only a soft diet until Decem- 
ber, 1954, when treatment with amodiaquin, 
0.2 gm. daily, was instituted. The oral 
erosions showed partial regression in three 
weeks and complete regression in six weeks. 
This patient resembles Case 7 in having a 
most gratifying result and in being managed 
after remission with a sustaining dose of the 
effective antimalarial. 

The longest course of amodiaquin has 
been eight months, in a woman now aged 
71, whose disease began at the age of 28 
(Case 12). Tke condition had progressed 
although she was under some form of treat- 
ment almost continuously at the clinic for 
more than 40 years. Her first antimalarial 
treatment was quinacrine, which had to be 
terminated six months later upon the appear- 
ance of a drug eruption on the legs. She 
was next treated with chloroquine but after 
three months showed little improvement. She 
was then given amodiaquin, 0.2 gm. daily. 
When this seemed well tolerated but no im- 
provement was noted, the dose was increased 
to 0.4 gm. daily. This caused vertigo, and the 
dose was returned to 0.2 gm. daily, at which 
level it has since been maintained. Distinct 
evidence of improvement was not seen until 
the fifth month. Since then a progressive 
reduction in erythema, scale, and even in 
hyperpigmentation has resulted in what the 
patient and those who have observed her 
over several years agree is the most satis- 
factory improvement that she has achieved 
with any treatment. 

The second longest period of treatment 
has been seven months in a woman now aged 
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35 with severe disease of the scalp, starting 
at the age of 15, producing atrophy and 
alopecia (Case 24). She had received 
chloroquine, 0.5 gm. daily, for seven months 
in 1954, and initially the activity of the le- 
sions was reduced; however, they remained 
moderately active. After a two weeks’ rest 
with no treatment, she started amodiaquin, 
0.2 gm. daily. In the sixth week it was 
evident that the inflammation had regressed 
substantially. Further improvement has been 
very slow. 

The seven patients on amodiaquin therapy 
for whom no remission can be recorded so 
far are severe cases which tolerated poorly 
or responded unsatisfactorily to earlier treat- 
ment. They have not as yet remained on 
amodiaquin so long a time as some patients 
required for remissions with chloroquine. All 
have shown an encouraging degree of im- 
provement; the drug will be continued as 
long as further benefit can be expected and 
no reactions develop. It is significant that 
no sensitivity has appeared in Case 12 after 
eight months’ treatment although she has 
a history of drug eruption from six months 
of quinacrine. 

Summarizing the observations on this 
small and brief series of patients treated 
with amodiaquin, one can say that the drug 
has shown its best results (as has chloro- 
quine) with acute, inflammatory discoid le- 
sions. It has been particularly beneficial in 
one patient with oral lesions. Such remis- 
sions as have been achieved with amodiaquin 
seem to compare favorably in duration with 
those from quinacrine or chloroquine. In 
observing these responses, one feels that the 
length of time remissions will endure is un- 
predictable and does not correlate with the 
amount of treatment which precedes them. 
Seasonal, emotional, immunological, and 
other biological factors must exert an in- 
fluence. 

COMMENTS 

Several questions are raised by the use 
of the antimalarial drugs in the treatment 
of lupus erythematosus : 

1. Are they safe and is their use justified? 
Lupus erythematosus, even in the discoid 
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form, is a dangerous disease. All other medi- 
cations which have been used in the treat- 
ment of this condition have been capable 
of producing undesirable side-effects. The 
complications accompanying the use of the 
antimalarial drugs, with a few exceptions, 
have been of a minor nature; therefore, when 
the proper precautions are observed, we feel 
that their use is justified. 

2. Are these drugs really effective, or 
are we just riding a wave of enthusiasm? 
It is very unfortunate that, to our knowledge, 
there are no adequate data available on the 
natural history of discoid lupus erythemato- 
sus. None of the published series, including 
our own, have included controls receiving 
placebos. A recent report?+ emphasizes the 
value of injections of quinacrine hydro- 
chloride directly into the lesions ; in patients 
receiving quinacrine per os the injected le- 
sions involuted more rapidly than control 
lesions in the same patients. Nevertheless, 
the part played by normal trauma during 
injection cannot be entirely disregarded 
since the injection of other substances (such 
as hydrocortisone recently) or freezing with 
carbon dioxide snow has also produced im- 
provement in the past. However, comparison 
with the results obtained in the past with 
medications such as gold, bismuth, liver, 
or vitamin By, either in these patients now 
receiving the antimalarial drugs. or on other 
patients, indicates that the present therapy 
is definitely more beneficial than the older 
modalities. This is confirmed by the cumula- 
tive observations of 48 dermatologists using 
chloroquine on 161 patients’® and quina- 
crine® in 151 cases. 

3. Are the good results confined to discoid 
lupus erythematosus? Because of the pos- 
sibility of serious untoward effects, experi- 
ence has accumulated very slowly in the use 
of the antimalarial drugs in the systemic 
form of the disease, The only extensive study 
of the problem is that of Dubois,® who treated 
33 frankly systemic cases with very en- 
couraging results. Although he used cortisone 
at the same time, improvement seemed to 
take place faster when the combined therapy 
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Case Severity, 
No. Age Sex Duration Quinacrine Chloroquine Amodiaquin 
«Be ee peape e Sae heave 87 M ++ lyr. 4/52— 2/58 AiG FI esaccckeces 
Bere iin aks castes 51 F ++ 10 yr. 4/52— 6/52 B/5B— 8/5B*® ssn eee 
gnceacndaves 10/58—12/58 * bowekesKes 
Péleuhe ee bes 10/54— 1/55 Nasieceudwes 
Bi UAL; jiecste 50 F ++ 8yr. 2/58— 4/58 WO/EB—-1A/EB® cc cccaseee 
Beer aes 6/54— 7/54 * SRD COE Te 
etvn a varmone 10/54—11/54 * Sebasenne sue 
Wiecgiveccscavesietes 42 M ++ 4yr. 8/52— 8/58 S/S 1OEB So ice 
| RAGS E CE Tere 40 F + 3mo. 7/58—11/58 11/68—— 1/04 * eee 
"TST AR Se Peer Se 48 F +++ 12 yr. 11/52— 6/58 WG BGR S  5. enean dees 
Weincic esti: 48 F ++++ 15 yr. 8/52—10/52 ks (RR SEO 
Siveteaewbew 10/58—10/53 LG. db aeleeels 
RIE 11/53—12/58 NER 
Seeveuncnees 1/54— * edges eceacek 
OES Ae ee eyo 40 F ++ Syr. 8/52—12/52 * 7/58— 9/53 * 9/54—10/54 * 
4/58— 6/53 Silk 4/50 Oia 
ASV RA Co 60 F ++ 6mo. 12/52— 6/53 * 9/53—11/53 * 9/54—12/54 * 
Weecisactes® 6/54— 6/54 * seceavdaanee 
SOREL Vi bide consaksnus 40 F +++-+ 25 yr. 8/52— 4/58 4/53—12/53 11/54 
Sour racw 8/54— 9/54 coageesucise 
A a Or ey eae oe 84 F ++ 2yr. 11/52— 3/58 * 6/58—11/53 * 10/54—11/54 * 
ch bbgeeinke he 2/54— 8/54 * aniwaveens 
Weebiieeeciveivgrveses 69 F ++-++ 41 yr. 1/58— 6/53 4/54— 7/54 7/54 
SO ES acc vote 45 F ++ 10 yr. 9/52— 6/58 8/58— 8/58 9/54— 2/55 * 
sake me choeie 9/58— 7/54 * 3/55 
Mie gid ebb eins eawts 84 F ++ 2yr. 9/52— 4/53 10/58— 9/54 10/54 
Peeks revecAnkescredere 89 F 16 yr. 6/53— 9/53 10/58—12/53 8/54—12/54 
vets Be se wee , . itgeak . p tied ee) 
G/66—~ GIG aE ea ae 
Miicadncecs (icibe dnees 33 F ++++ 2yr. Mf BIT i cee uee ee ooo: aed nanane 
Desc ekcuvisvaecancs 28 F Mee BPR aS Sek eaokneees 6/58—10/53 * 10/54—11/54 * 
secaepaduode 1/54— 2/54 * pivusccaon ss 
2 | EE pee ge beg 88 F 4h 1 ye A. 9/5B— 1/5h* ss. eee 
cai oaes 7/54—12/54 * ceedeeteans 
$e iawn 51 F ++ 6yr. TIGBAO/ES% 8 o. Secsesccee 
B/54—12/54* ws eee eens 
Dic eks ca uancvenees 48 F ++ 8yr. 6/58—11/58*® —s..... wee 
Z/G4— 4/54 © cece cee ee 
6/54— 8/54 ce eee esses 
12/54— 3/55 * 
Ms shih oa tna devia sinae 42 F +++-+ 18 yr. 8/53— 8/53 
11/58 
SESS are oe tee 51 F ee 7 ai Sere ESS Dar pe 8/58— 1/54 * 1/55— 2/55 * 
Ss AERee En iP Read GAN 38 F the we Sa eG 2/54— 7/54 8/54—10/54 * 
De ide vind no 508 be eeeen 34 F HHEHEIS Yr. cece eee eees 2/54— 9/54 9/54 
Wine bids ic iges ceeds 36 F tee PMO Aes 4/54— 9/54 12/54—* 
REPO eer ey yt 44 F Ste ok. PL dee Pree r ey or TIGB— B/5B cence cccenee 
M6 cats teensy sgockere 38 M a es sind eeh oben BiGb BIN. | ci actaescine 
Diviavcciveccgeccddpes 64 F ve a? ee er rr Tere G/6B—T1/SB* gsc eee eeee 
Mb tc is tasks co bemene 75 M Ss see | CRE nr Pb a G/5B— BS/5SB wk eee eens 
GG e roy See cab a aecksa 26 F VSR ho Cage wasare rues 8/58— 8/53 * 10/54—10/54 * 
Mb ecvteietecashiis 50 F RG R55 Sinan sciences iit cceaen enone 11/54 
Re ccrrtias 28 F AB Oe yee eras oc aaras 3/55 





* Indicates remission. 


was used. He also demonstrated the ability 
of quinacrine in vitro to inhibit the L. E. 
phenomenon, in contradistinction to cor- 
tisone, which does not affect the reaction. 
Therefore, we feel that the antimalarial 
drugs can be a very useful adjunct in the 
therapy of systemic lupus erythematosus. 


4. Are these drugs curative? In the dosage 
used at present we feel that they do not pro- 
duce cures, and that relapses will occur, 
although the remissions may last several 
months. 


5. What is their mode of action? Two years 
ago, Sulzberger,?* commenting on the sub- 
ject, wrote: 


The mechanism of the therapeutic action of ata- 
brine ® in lupus erythematosus is still unelucidated. 
Is it via a local light-screening or photodynamic 
mechanism in the skin? Or is it based on anti- 
plasmodial or antiprotozoal action or action against 
other infecting agents? Does it act through meta- 
bolic effects? Liver damage? Competition with es- 
sentials of enzyme or coenzyme systems? Is it 
conceivably a cortisone-like action, or does it pro- 
duce some kind of reticuloendothelial blockade or 
some specific or nonspecific immunologic effect ? 
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As of this date, we have not progressed 
beyond this stage, and the mechanism of 
action of these drugs remains unknown. 


SUMMARY 


Observations on patients treated with 
quinacrine, chloroquine, and amodiaquin 
for discoid lupus erythematosus are dis- 
cussed. These drugs appear to be safer and 
better than any known heretofore in con- 
trolling the disease, but require careful super- 
vision. Limited experience with amodiaquin 
suggests that it is similar to chloroquine in 
effect and very well tolerated. Both amodia- 
quin and chloroquine appear preferable to 
quinacrine. More clinical investigation of 
amodiaquin is necessary to determine its 
safety. These drugs are not considered to 
cure the disease but may succeed in inducing 
and sustaining a remission. Relapses are 
successfully managed by re-treatment. 


280 W. MacArthur Blvd. (Dr. Leeper). 
2425 Geary Blvd. (Dr. Allende). 


DISCUSSION 


Dr. Evcene M. Farper: Drs. Allende and 
Leeper are to be commended for their careful ob- 
servations of 32 patients with lupus erythematosus 
during a prolonged period of therapy. 

We are in complete accord with their findings 
which show that chloroquine and amodiaquin are 
superior to and less toxic than quinacrine. All three 
of these agents are superior to gold and bismuth, 
though gold and bismuth still have a place in the 
treatment of lupus erythematosus. 

The antimalarials are not innocuous—careful 
clinical and hematological studies are always nec- 
essary—and there is no security that suppression of 
the bone marrow may not result at any time early 
or late in the course of therapy. 


The mechanism of action is still unknown. We 
have all seen hypertrophic plaques melt down, and 
even atrophic plaques grow hair. From previous 
studies done with serial biopsy sections taken from 
adjacent sites in one plaque, there is microscopic 
evidence that treated cases redevelop a basal cell 
layer. The microscopic picture of a treated area 
does not resemble lupus erythematosus at all. 
Whether enzymatic systems are altered or whether 
direct tissue saturation by the drug decreases photo- 
sensitivity are matters of hypothesis. 


So far as dosage is concerned, some patients 
after a period of 20 to 30 days of active therapy 
maintain improvement on 125 mg. of chloroquine 
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given as infrequently as twice a week. Small doses 
are frequently as effective as larger amounts. There 
is, however, a definite relapse rate, and not all 
patients achieve even initial benefit. 

Of great satisfaction to all of us is the now well- 
documented evidence, from this paper and from 
work of others, that antimalarials are effective in 
systemic lupus erythematosus. 
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Review of the Literature: Survey of 516 Case Records and Follow-Up of 125 Patients 
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H. HARVEY SAWICKY, M.D., New Rochelle, N. Y. 


UHL 


The designation “nummular eczema,” 
“orbicular eczema,” or “discoid eczema” 
connotes an eruption of distinctive morpho- 
logic appearance and course. The etiology, 
however, remains obscure. 


We have had the opportunity to review 
the case records of 516 ambulatory patients 
whose dermatoses were diagnosed as num- 
mular eczema and to follow the clinical 
course of 125 of these patients over the past 
eight years. 

Perhaps the most modern detailed descrip- 
tion of this dermatosis is that given by 
Sulzberger and Wolf.* The condition is char- 
acterized by the appearance of discrete coin- 
shaped erythematosus plaques studded with 
small vesicles and papulovesicles. The lesions 
enlarge by confluence with satellite elements 
or by growth of the individual patches. The 
distribution and location of the lesions are 
characteristic; the affected areas usually 
being the extensors of the extremities, espe- 
cially the dorsa of the hands. Not infre- 
quently the thighs and legs are affected, and 
sometimes patches of nummular eczema ap- 
pear on the trunk and face. The subjective 
manifestations are variable: pruritus and 
burning vary from almost insignificant to 
_ severe. The oozing of the patches is charac- 
teristic in that it occurs from small points in 
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contradistinction to the diffuse oozing of 
other forms of eczema. 


The characteristic picture is that of a 


round or oval patch which attains full devel- - 


opment within a relatively short time. Usu- 
ally a few small papules and papulovesicles 
appear, which become grouped and begin to 
ooze while new papulovesicles are added at 
the periphery until the coin-shaped disc 
reaches its maximal size. Sometimes the sur- 
face is covered with crusts and scales. The 
skin outside the patch appears normal. While 
in many cases the lesion remains as such 
throughout its entire area, in others the cen- 
ter fades with disappearance of all the central 
vesicles, resembling a patch of tinea. A char- 
acteristic round patch of nummular eczema 
was called by Ormsby “orbicular eczema.” 
Chipman? suggests that because of the in- 
significant differences between the various 
lesions the terminology should be simplified 
and that all forms should be considered 
under one name, whether nummular, orbic- 
ular, circumscribed, or discoid eczema. The 
same author thinks that “orbicular eczema” 
of Ormsby and “recurrent eczematoid affec- 
tion” of Pollitzer are identical with “num- 
mular eczema” of Devergie.* It appears 
that this condition is that which British 
authors often call “intrinsic eczema” or just 
“eczema.” 

After the lesions of nummular eczema 
heal they may recur at the previously affected 
sites, like a fixed drug eruption or herpes 
simplex lesion. Pollitzer * mentions the iact 
that the lesions may remain for a week or 
two and then fade away. After a few months 
or a year a similar eruption sometimes recurs 
in the same areas, though more often in 





* Pollitzer, S., in discussion on Chipman.? 
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NUMMULAR ECZEMA 


other locations and commonly on the exten- 
sors of the extremities. 

In this paper we shall attempt to review 
briefly the views on nummular eczema ex- 
pressed by various authors, and then add 
the report of our own observations on this 
puzzling but relatively common condition. 


ETIOLOGY AND PATHOGENESIS 


Gross * noticed that nummular eczema fre- 
quently is associated with dry skin and has 
features similar to asteatotic eczema. He also 
raised the question whether “housewives’ 
eczema” is not identical with nummular 
eczema. His hypothesis was suggested by 
the high incidence of nummular eczema in 
women, the occurrence of housewives’ eczema 
mostly in winter, and the morphologic simi- 
larities in both conditions. The same author ° 
observed that asteatosis or xerosis with fine 
scaling of the extensor surfaces is not infre- 
quently noticed in patients with nummular 
eczema, 

Klauder * found that a single washing with 
soap increases the pH of the skin, and when 
it reaches 7 or above it takes up to one and 
one-half hours to return to normal values 
(4.5 to 6.5). In connection with this we 
should like to mention Burckhardt’s * classic 
studies on sensitivity and acid and alkali 
neutralization of the skin which show that 
decreased resistance of the skin to alkali 
is an important etiologic factor in certain 
dermatoses. Burckhardt and many other 
authors have shown that perspiration (which 
is a function of the intact epidermis) im- 
proved the ability of the skin to neutralize 
alkalis. This would explain the less frequent 
occurrence of “soap eczema” in the summer 
(increased perspiration). This led some 
authors * to conclude that nummular eczema 
may be a metabolic disturbance of the skin 
resulting in defective keratinization which in 
turn would impair the normal activity of the 
sweat glands. 

According to Sulzberger and Wolf,? some 
of the patients give a history of preceding 
irritation by direct chemical or physical ex- 
posure; in others the eruption starts spon- 
taneously, and in still others the condition 


is essentially an allergic eczematous response. 
They also suggest that, although nummular 
eczema presents many clinical and histologic 
features.of eczema, it may perhaps be related 
to some other different kind of dermatosis, 
e. g., to herpes simplex or to an “id” reaction, 

C. G. Lane, and associates® studied a 
series of 475 patients with “eczematoid” 
dermatoses of the hands. It is their opinion 
that in only a few of the many cutaneous 
disturbances of the hands called dermato- 
phytosis and id, contact dermatitis, neuro- 
dermatitis, nummular eczema, bacterid, etc., 
was it possible to confirm the diagnosis of 
dermatophytosis or contact dermatitis. In 
many other cases there was a multiplicity of 
inciting factors and several complicating fac- 
tors, including vasomotor instability, trauma, 
menstruation, focus of infection, cold weather, 
alteration of host-bacteria relationship, and 
superficial bacterial invasion of the skin with 
or without sensitization. 

According to Fowle and Rice,® who studied 
178 patients with nummular eczema, the 
causes of this condition are multiple, but the 
clinical picture depends upon the interaction 
of three etiologic factors: nutritional (vita- 
min B deficiency, excessive carbohydrate 
diet), allergic (sensitivity to endotoxins of 
staphylococci and streptococci from a focus 
of infection and to food proteins) and infec- 
tious. Among the many factors which tend 
to aggravate the lesions of nummular eczema 
(friction, wool, oils, cold weather, etc.) the 
most prominent part is played by soap and 
water. 

Brocgq f attributed the development of the 
patches to “reflex action” and pointed out 
the fact that the coin-shaped lesions possibly 
occur in zones of diminished resistance in a 
manner comparable to the development of 
a fixed drug eruption. 

Ehrman ¢ considered nummular eczema a 
transitional phase (eczematous phase) of 
neurodermatitis circumscripta. The condition 
starts with pruritus and dermographia: 
later, coin-shaped patches, erythematous in 





+ Brocq, cited by Chipman in discussion of his 
paper.? 
$¢ Ehrman, in Jadassohn.1° 
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character, appear in the involved areas. After 
this, papulovesicles and oozing points appear 
which later are covered with crusts and 
scales. Lichen chronicus (Vidal) would then 
be lichenified nummular eczema. 

M. Jessner § discusses nummular eczema 
from a different viewpoint. He became in- 
terested in this condition in 1930 (he refers 
to these cases as “trichophytoid eczema’’), 
since repeated mycologic studies of the num- 
mular eczema patches gave negative results 
and patch tests with potassium iodide and 
bromide often elicited strongly positive re- 
actions, as in patients with dermatitis herpeti- 
formis. Later he extended his studies to 
cases of chronic, recurrent grouped papulo- 
vesicular eruptions affecting mostly the dor- 
sal aspect of the extremities and called them 
localized forms of Duhring’s disease. He 
feels strongly that eruptions which are made 
up of grouped papulovesicular lesions and 
localized to the extensor aspect of the ex- 
tremities, especially the dorsa of the hands, 
known as nummular eczema, parasitic ec- 
zema, or trichophytoid eczema, exudative 
neurodermatitis, etc., and which are resistant 
to the usual therapeutic measures, do not 
belong to the real eczema group. In favor 
of his concept is the fact that many of the 
patients with nummular eczema not only 
give positive patch-test reactions with halo- 
gens (like patients with Duhring’s disease) 
but the eruption also flares up after adminis- 
tration of iodides, and the lesions then may 
spread to regions that formerly had not been 
affected. The objections raised against the 
concept of the sameness of these two condi- 
tions include the following: (1) Nummular 
eczema is not observed to undergo a trans- 
formation into dermatitis herpetiformis ; (2) 
the lesions present completely different mor- 
phologic and topical characteristics in the 
two conditions; (3) the histopathologic pic- 
ture valid for Duhring’s disease does not 
hold true for nummular eczema; (4) some 
of the drugs such as sulfapyridine, Pro- 
macetin, etc., helpful in many cases of derma- 
titis herpetiformis, are not generally effective 


§ Jessner, M.: Dermatitis Herpetiformis Locali- 
sata, unpublished lectures. 
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in cases of nummular. eczema; moreover, 
according to some authors, patch tests with 
halogens are often positive not only in der- 
matitis herpetiformis and nummular eczema 
but in various other apparently nonrelated 
dermatoses. 


SEASONAL INFLUENCE 


Sulzberger and Baer ** observed that num- 
mular eczema can start and persist through 
any season of the year but that its incidence 
is greater in the winter. This also was the 


experience of Gross,* who thinks that cold - 


weather generally is an important predis- 
posing factor in nummular eczema. 


ATOPY AND NUMMULAR ECZEMA 


In Fowle and Rice’s® series the incidence 
of hay fever, asthma, migraine, urticaria, 
and infantile eczema in patients with num- 
mular eczema appeared with slightly less 
frequency than in patients with contact der- 
matitis, This speaks against the classification 
of true nummular eczema as an atopic der- 
matitis. It should, however, be mentioned 
here that nummular-eczema-like lesions are 
not an uncommon atopic manifestation in 
children. 

DIFFERENTIAL DIAGNOSIS 


Nummular eczema must be differentiated 
first of all from contact dermatitis. The latter 
is rather diffuse and composed of poly- 
morphous lesions, in contrast to the uniform 
and sharply defined lesions of nummular 
eczema. The lesions of contact dermatitis 
also often present a distribution character- 
istic of the sites of maximal exposure to the 
causal allergens (Rhus, rubber, metals, cos- 
metics, etc.). 

In dermatophytosis the volar surface of 
the extremities and the interdigital webs are 
most commonly affected, and the lesions 
present a tendency toward healing and 
peripheral progression. Of course, a positive 
microscopic finding and culture of fungi are 
often of decisive weight in the diagnosis of 
dermatophytosis. 

Sulzberger and Garbe’s dermatosis ** pre- 
sents numerous patches involving both the 
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extensor and flexor surfaces of the extremi- 
ties as well as the trunk, penis, and scrotum. 
It is a condition present mostly in middle- 
aged men. Some authors believe that the 
emotional and psychogenic background plays 
an important role in Sulzberger and Garbe’s 
syndrome. 

McLeod ** stated that mild or abortive 
forms of dermatitis herpetiformis may re- 
semble nummular eczema. The concept of 
the similarity of nummular eczema and cer- 
tain forms of Duhring’s disease was dis- 
cussed by Jessner,|| who thinks in etiologic 
and pathogenic terms rather than morpho- 
logic. 

In the light of the foregoing opinions con- 
cerning the various phases of nummular 
eczema, we wish to outline briefly our own 
findings obtained from records and personal 
interviews with the patients treated at the 
New York Skin and Cancer Unit of Uni- 
versity Hospital during the last eight years. 
In reviewing our material we were immedi- 
ately impressed with the difficulty of making 
a diagnosis based solely on morphology and 
course, and it was not at all surprising to 
find that the many practicing attending 
dermatologists who diagnosed these cases 
differed widely in their concepts of the 
criteria necessary to classify an entity as 
nummular eczema. 


What are our diagnostic criteria? Is it the 
round or oval vesicular patch affecting the 
extensor aspect of the extremities? Is it a 
positive patch test to halogens which makes 
the diagnosis? Is. it the history of an excess 
of soap and detergents used by these patients 
that helps us to make the diagnosis of num- 
mular eczema? How important is the thera- 
peutic response to local and systemic ther- 
apy? Since the histologic findings are not 
diagnostic and other criteria such as clinical 
course and infectious or allergic origin are 
under discussion, we decided to review a 
group of patients presenting this condition 
clinically diagnosed as “nummular eczema” 
and study them from various points of view. 


——e 
|| Jessner, M.: Dermatitis Herpetiformis Locali- 
sata, unpublished lectures. 


MATERIAL 


Each of the case records of 516 patients 
whose condition on admission was diagnosed 
as “nummular eczema” was analyzed. A 
letter was sent to each patient asking him 
or her to return to the clinic for reexamina- 
tion. Approximately one-fifth of the patients 
responded, and these were reexamined and 
interviewed as to the various phases and 
course of their disease. Most of these pa- 
tients were also patch-tested with potassium 
iodide and potassium bromide. A brief out- 
line of our findings follows: 


Sex: Of 125 patients, 65 were female and 60 
male. 

Age: Our survey shows that the highest incidence 
of occurrence of the disease, that is, when the pa- 
tients sought medical treatment for this condition, 
was between the ages of 30 and 35 years; the 
lowest in infants and in persons over 70 years 
(Chart 1). 

Duration: These figures, based essentially on the 
history, deal with the length of time the patients 
suffered from the condition from the day of onset 
until they came to the clinic. In the majority of 
the cases, the patients consulted several other clinics 
or private physicians before coming to our clinic. 
In general, the duration varied from a few days up 
to 35 years (Chart 2). 

Distribution: In this our survey agrees with 
other workers who have made a study of this 
dermatosis. The commonest location is the extensor 
aspect of the upper extremities, then the extensor 
aspect of the lower extremities, then the trunk and 
other parts of the body. The figures below which 
refer to the distribution of the lesions take into 
account the fact that in many patients lesions were 
present in more than one site (Table 1). 

Seasonal Variation: Our figures bear out the 
statistics previously published, that the condition 
is definitely worse in the winter and has a tendency 
to improve in warm weather. There were, however, 
patients who stated that they suffered an exacerba- 
tion in mild or warm weather (Table 2). 

Patch Tests——Potassium iodide and potas- 
sium bromide patch tests were performed on 
104 patients. The patch-testing material was 
prepared in the following manner at the sug- 
gestion of Dr. Max Jessner: 

The materials are prepared fresh every two 
week§. The salts are added very slowly to either 
white or yellow petrolatum with constant tritura- 
tion, mixing for a period of 20-30 minutes. The final 
preparation is a 33% concentration of either salt 
and is smooth in consistency. Any gritty material 
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Chart 1.—Age distribution. 








eee on a ee ee ea © te 


/ 


.~] ww °o wm 
NX 


SINZILVd 40 YwaaWaN 








oe OPS LEE Fg 

SIZ//2 2777 

“US/ZL SLL 

OLS OS a 

SELALILL T/ Us /esi ia 

“CL ALAS ED F 
OM GT Se & 3 

sis fs FF 
-[Z 
“ZZ 















































~ 








BAe EPPS BS 8 7s ee oe 2s Bn a 


w i=} w oO w 
N Nn Ce eee 


SLNZILVd 40 YEEWON 


Chart 2.—Age at onset. 
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TABLE 1.—Distribution of Lesions 








Dorsa of hands, including fingers............ 79 
Arms and forearmS...............seeeseeveeee 45 
Legs and thighs................cscceeececeeees 29 
ON ibs Saauce bh Ganga dunce Leasecnt savas teaeres 5 
SSCS UE SCs hie nk Keene Ck cau on Cbva ee Kade 5 
POO SO ci eta th potVesateaniessbaseces 2 
MOMMA RS Ck ev cat ac rete c ees Coke coe ibuevedagee 2 
NG Beinn Kia enna ed caus seeebegssescpe 1 
UR aes sees evik och chccvespidecdiesecaseeeees 1 





TABLE 2.—Seasonal Variation 








Condition worse in winter..................4. 72 
Condition worse in summer................... 14 
Condition worse in spring.................... 3 
Condition worse im fall..................00005 2 
No seasonal variation.....................000 30 
Skin worse after each pregnancy............. 1 
Skin worse after “nervous upset”............ 3 





is discarded. The patch tests were applied in the 
usual manner and left in place for 48 hours. 

The results were as shown in Table 3. 

It has been reported that positive patch 
test reactions to potassium iodide and potas- 
sium bromide can be elicited in various other 
dermatoses, In order to establish this on our 
own clinical material and with our own tech- 
nique of testing, 100 of our patients with 
various dermatoses were subjected to patch 
tests with the same halogen preparations as 
used in dermatitis herpetiformis and num- 





mular eczema. The results by us summarized 
in Table 4 show clearly that, although pa- 
tients with dermatoses other than nummular 
eczema have shown a somewhat lower per- 
centage of positive patch tests to halogens 
than patients with nummular eczema, still 
the results of the patch tests are far from 
being of decisive diagnostic value in num- 
mular eczema. For example, 78 of 104 were 
positive to potassium iodide in nummular 
eczemas as compared with 47 of 100 positive 
in the other dermatoses tested. 

Atopic History —Since there exist several 
opinions which tend to connect nummular 
eczema with atopy, we took a careful history, 
also regarding this point. Of the 125 patients 
interviewed, 14 gave a history of asthma, 
hay fever, and/or atopic eczema, while 20 
patients stated that atopic diseases were 
present among close relatives. These findings 
do not tend to establish nummular eczema 
as an atopic dermatitis; for in atopic derma- 
titis over 70% of the patients have personal 
and/or familial evidence of atopy. 

Occupation.—Our statistics differed little 
if any from the opinions of Gross‘ and 
others, namely, that nummular eczema is 
very common in housewives (Table 5). 

Soap and Detergents—Only 17 of 125 
patients stated that they use soap and water 


TaBLe 3.—Patch Tests 








Potassium Iodide 
Positive reaction (1 to 8+-)............+ 73 
DOGG oo iin cd cvdabosess cctiivansavedes 6 
THOR RUIG oi ances Ce dicsegecsnsleecrscvecns 20 


Potassium Bromide 
Positive reaction (1 to 8+)............. 75 
Bo PE Ree ee T= Lee Pump ae Teo TEN 5 
UTIING, 5 Sates ues ce csyeadionaascsss 24 





TABLE 4.—Resulis of Patch Tests with Halogens in Various Dermatoses 








Doubtful Positive Negative 
KI KBr KI KBr KI KBr 

1. Contact dermatitis (38) (to various external agents).... 4 9 17 13 18 15 
S. Dermatophy tosis: (6) iccinscccciccccesicsccsstsevevdvcevecese oe ae 3 2 3 4 
x PURIIMUNE: LARD bhp sou kwe ceunkst cd aubee eased ccpeabe seccecteuas 1 4 8 2 4 7 
a NE Ges Ca vans aa bb bab W cca h ak cbs os cuoen eee wbpion €aGs 1 ne ee ee 2 3 
as SIMMOMININ AOD 55 on ecco Gmee a Cannes sees) céLevewcsues betes cadve oe 2 1 2 
6. Pyoderma and furunculosis (8).............cececeececeeeee is 1 1 2 2 
7. Lichen chronicus Vidal (5)..........sccsececeececcceccccees l¢ 2 1 2 3 1 
8. Duhring’s disease (4).........cceceesesseececcecscecscceeecs 4 8 ss 1 
D. ROOMS Dermatitis: BH) e 6k ccc ccccecunscccseccécvedscsvecse - ‘a 1 ee 3 3 
10, Alopecia areata (6)........ cc cece ccc ceceececcceccecnceeseces ke 2 5 oe 2 3 
Tl, Other dermatoses (16)..........cccccccccccccscsccccceecsece 8 2 5 2 8 12 
DOM ieacccscpcieccovsdccguaqhekbeatesye sanueeekas Woces 19 47 %6 45 53 
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TABLE 5.—Occupation 








SRO WEE is ie Ses hp csi eesnns oo bpne tke 68 
PAMONEE OS COTE ii kok c cscs cin causes wxccctansss 40 
| BERLE Oy Cee er ane es PP ee Om Se EPS 5 
Drivers .......-.2+++0. ind ncasly paee Seqwoiipee sa NGS es 4 
MONET fin acids o Og ai ok ps4 cade eadceevsncave 4 
Clerical workers, typists, salesmen, students.. 40 
TN, BRIG Ba Reger Se @ pecea ote Ree Phe. oun re yarnae UN 8 
PRONE ais oe oe ccs 4 wk wae sd eA Oe RRS 2 


DORR sks ein Ts Wintec nanwics axaanie aces 3 
Garbage collectors .............cecceeeeeeeeeene 1 
BORMBCTOBNOB 6 OSs os so vce ck ccke chen cmbnnatedighes 2 
fo. BAPE? PERSP OPCS HEAT eee ae PL ae ee 2 
DSEONED scare ciao es 0555 a eee eee heh ke Ohare’ 3 
TRINCEPICINUE 6 ooo e os ok cce sn eecn we dede cane saens sie 2 
PORROOUE oop iicawiesds cence eccesadeecs escdbanacees 1 
POORG ROIS ioe oooh os coed coe kesh eaeanpanks 38 
NOTIN «aS sing Sus nn cd coins cok aet hank eyaven’ 1 





excessively. Almost all mentioned the fact 
that even the normal use of soap and deter- 
gents definitely aggravated the existing 
eruption. 

Treatment.—Various modalities of local 
treatment were used. The topical medica- 
tions used most frequently were: tars, iodo- 
chlorhydroxyquin (Vioform), zinc oxide 
paste with aluminum acetate solution (Burow- 
Lassar’s ointment), aluminum acetate solu- 
tion in an emulsion (Burow’s emulsion), 
shake lotions, other pastes, etc. The response 
to therapy was evaluated from the patients’ 
charts and statements and from their his- 
tories (Table 6). 

Most recently several patients have re- 
ported excellent results from hydrocortisone 
locally, alone or in combination with local 
antibiotics. These few recent reports have not 
yet been included in our Table 6. 


SUMMARY AND INFERENCE 
A brief summary of the literature and of 


obtaining concepts on nummular eczema is. 


presented and discussed. 

Five hundred and sixteen case records with 
this diagnosis were reviewed and 124 patients 
with this dermatosis were studied. The fol- 
lowing paragraphs are based upon the aggre- 
gate of the findings in an eight-year follow-up 
of these patients. 


Nummular eczema is most frequently 
encountered in the younger and middle-aged 


groups, about equally divided between the. 


sexes. 

The dorsa of the hands and fingers and the 
extensor aspects of the forearms are most 
commonly involved; the legs and thighs less 
so, and the trunk and face infrequently. 

The large majority of patients experience 
exacerbations in the colder months of the 
year and are better in summer. 

Seventy-five per cent of the cases tested 
were positive to potassium iodide, and 
seventy-two per cent to potassium bromide 
(patch tests). On the other hand, patients 
with dermatoses other than nummular ec- 
zema showed a positive potassium iodide 
and potassium bromide patch test in 47% 
and 26% respectively. It is felt that this 
difference of response to the halogen tests, 
while interesting, is insufficient to be useful 
as a decisive criterion in aguoeitig num- 
mular eczema. 

Eleven per cent of the 125 patients fol- 
lowed gave a history of hay fever, asthma, 
or atopic eczema and fifteen percent stated 
that one or another of these conditions 
existed in their immediate families. These 
percentages are considered to be insufficient 
to establish nummular eczema as a form of 
atopic dermatitis. 


TABLE 6.—Efficacy of Therapy 


Best Response to: 








gg ge (Vioform—cream and/or 
ointm 





Aluminum acetate solution in an emulsi 
(Burow’s emulsion) ag 





Tars (pastes and ointments)..............scscees 21 Antibiotic ointments................ccccceeeceees 2 
Zine oxide paste with aluminum acetate solu- 
tion (Burow’s-Lassar’s paste)................4. 9 Zine oxide paste (Lassar’s paste)................ 1 
Shake lotions 5 Arsenic systemically...............ccseceeuecceseee 1 
Ammoniated mercury 2 Sulfapyridine systemically..............ccssecseee 4 
Borie acid ointment........s.ccccescccecovcseces oe 1 Cortisone systemically............c.cececesssceeces 3 
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Although the largest number of cases were 

_ observed among housewives and manual and 

factory workers, one cannot conclude that 

the dermatosis is commonest in these indi- 

viduals, since executives and professional 

people rarely attend our clinic for diagnosis 
or treatment. 





Therapeutically, the most satisfactory 
topical remedies were iodochlorhydroxyquin 
or the tars. (Recent experience, however, 
suggests that the topical hydrocortisone pre- 
parations in combination with antibiotics may 
prove to be among the most effective 
remedies, ) 

It is suggested that nummular eczema may 
not be a disease entity at all, but rather a 
symptom complex caused by multiple eti- 
ologic factors, many of which remain obscure. 
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X-Kay Exposure in Dermatology SES 4 


G. THOMAS JANSEN, M.D. 
and 


ARTHUR C, CURTIS, M.D., Ann Arbor, Mich. 
HUT 


Since May, 1951, the members of the 
University of Michigan Department of 
Dermatology have worn lapel photographic 
film badge dosimeters as part of an extensive 
monitoring program covering all University 
personnel who are in contact with radioactive 
materials and other sources of radiation. 
This report covers exposures to members 
of only the Department of Dermatology. 
Radium therapy or other means of radiation 
therapy, with the exception of x-ray itself, 
is not employed by members of the Depart- 
ment, The x-ray machines which were the 
source of these exposures were operated in 
the energy range of 94 to 100 kv. 

Measurement of x-ray dosage by photo- 
graphic means depends on the establishment 
of a one-to-one relationship between the 
x-ray dose and photographic effect. Since a 
roentgen is the measure of radiation energy 
absorbed in air, and the photographic effect 
is the result of ionization of the silver halide 
in the photographic emulsion and surround- 
ing materials, it is evident that a marked 
difference exists in their absorption coeffi- 
cients. In addition, the energy of the radia- 
tion source greatly affects the energy 
dependence of the photographic emulsion. 
It is in the region of energies between 30 
and 300 kv. that energy dependence is great- 
est. Therefore, it is necessary that photo- 
graphic films be calibrated with a known 
dose of radiation in energy levels similar to 
those to be recorded. The density change 
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produced in the photographic film is meas- 
ured by a densitometer. A great degree of 
uniform densitometric reproduction must be 
present in the photographic emulsion. A 
number of these films have been developed, 


Accuracy can be assured only if the control — 


film and films used are obtained from the 
same emulsion batch.* We have used a 
DuPont type 552 film packet in all of our 
recordings. This contains a sensitive type 
502 and an insensitive type 510 film. It is 
apparent that adequate control and uni- 
formity of developing techniques must be 
maintained. 

The type of monitoring badges varied 
throughout the years as new and better badges 
were developed. From May, 1951, through 
July, 1953, an Oak Ridge badge with a 
1 mm. cadmium filter was used. On controlled 
testing it was found that the energy de- 
pendence for this badge in the 100 kv. range 
was great ; and, even after corrective density 
factors were employed, the readings were 
slightly but consistently higher than more 
recent recordings. From August, 1953, 
through July, 1954, a Tochilin plastic badge 
was used. This badge consisted of a Plaskon 
Alkyd mineral-filled molding compound with 
a filter-equivalent of 2 mm. aluminum, an 
open window, and a partial filter of 0.075 
mm. lead. Our present badge is a Tochilin 
metal badge containing an open window and 
a filter system incorporating 1.0 mm. alu- 
minum, 0.375 mm. cadmium, and 0.675 mm. 
lead (Fig. 1). The badge is arranged so 
that identical filters are on the front and 
back of the badge. Densitometric readings 
can be made at the open window, or portions 
of the film covered with aluminum, alumi- 
num plus cadmium, or aluminum plus lead. 
When compared with standards, an inter- 
pretation of the quantity and quality of the 


* References 1 to 6. 
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Fig. 1—Open badge with film. 


exposure can be made by a comparison of 
densities occurring at various portions of 
the film.* The possibilities of scattered radi- 
ation due to multiple absorbers,? and inac- 
curacy of recording in low energy levels 
have been reported. However, recent cali- 
bration checks have verified the accuracy of 


Fig. 2.—Closed badge on lapel. 





X-RAY EXPOSURE—DERMATOLOGY PERSONNEL 


this technique in the energy level of our 
exposures.f 

The National Bureau of Standards Hand- 
book 41 states that the maximal dose to 
which any portion of the body shall be con- 
tinuously or intermittently exposed has been 
expressed as 0.300 r per week.’ More recent 
reports have expressed the permissible week- 
ly dose as 0.300 r per week in blood-forming 
organs, gonads, and eyes; and 0.600 r per 
week in the basal layer of the epidermis. 
When partial body exposures are considered, 
as in the case of hands, forearm, etc., the 
maximal level has been stated to be 1.5 r per 
week. A survey of hospital personnel has 
been made by DeAmicis and associates.t 
None of the groups reported by them re- 


Tas_e 1.—Three and One-Half Year Record of 
Two-Week Exposures 








Film 
Exposure, Mr. No. % 
CO iivcclevesccckiisavsbescsxents 366 79.24 
Ra re pen ay feed apt Sg 66 14.28 
Wii ian Sees ibs ekeiebeeadaes 25 541 
Gs viva oa csc cverininecinsgsscies 2 0.43 
ake Sees s rhs cap ateselsseenes 2 0.43 
COG sac dis tics cdc cadena eswaa ces 1 0.21 
GIN F555 akc cba deos baa cenuiee 462 films 





vealed overexposure in greater than 0.63% 
in a group of radiologists using 0.300 r per 
week as a maximal permissible dose. Hunter 
and Robbins ** have also reported low ex- 
posure rates in personnel engaged in roent- 
genology. They were unable to show any 
relationship of leucocyte count to these ex- 
posures which averaged below 0.031 r per 
week. 


This report includes 462 film badges, each 
covering a two-week period of exposure. 
Our technique of recording permits minimal 
readings of 0.030 r per two-week exposure 
period. Because of diversification of assign- 
ments, members of the resident staff had 
ample opportunity for exposure at times, 
while at other periods they were without 
significant exposure. However, it was ob- 
served that even when x-ray therapy was 





+ Tochilin, E.: Personal communication to the 
authors. 


t References 9 and 10. 
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administered daily, the exposures were well 
below accepted permissible levels. Table 1 is 
a summary of these exposures based on film 
badges covering two-week periods. Table 2 
is a comparison of ‘our exposure readings 
with those of other observers. It is to be 
noted that in only one instance (0.21%) 
was an exposure above a 0.600 r per two 
weeks’ dosage recorded. This occurred in a 
nurse technician whose recorded exposures 
were usually well above the average of the 
remaining department members. A lax atti- 
tude toward exposure possibilities was ob- 
served, and admitted by this person. 


Taste 2.—Comparison of Exposure Readings 
with Those of Other Observers 








% Over- 
exposure 
Based on 
0.800 R/ 
Activity Week 
Bn  § GRo eee er ee EE ee eer spe TE PTO 0.21 
DeAmicis and associates * 
FRAGIOIOMISG ic io kaso. ocd aees Saks s vache 0.63 
Radiology technicians................s++ees 0.11 





* References 9 and 10. 


At the present time, a number of commer- 
cial groups offer a badge, film, and process- 
ing service. Since August, 1953, this serv- 
ice has been rendered to our department by 
the Radiation Detection Company.§ This 
method of dosimetry can be subscribed to by 
larger or smaller groups alike for a fee of 
75 cents or less per film. Our exposures 
have been low enough so that film changes 
have been required only every two weeks. 


COMMENT 


A lapel photographic film badge dosimeter 
is a practical and economical means of 
recording x-and/or gamma radiation in der- 
matology personnel. Badge, film, and proc- 





§ Radiation Detection Company, P.O. Box 155, 
Station A, Palo Alto, Calif. 
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essing service is offered by a number of com- 
mercial laboratories. The moderate fee for 
these services makes the program feasible 
for both small and large groups and offices. 


CONCLUSION 


X-ray exposure of a dermatological staff, 
as recorded by photographic film dosimetry 
for a three and one-half year period, is re- 
ported. The dose was observed to be well 
below accepted maximal permissible dosage 
of 0.300 r per week. However, overexposure . 
was recorded in a person with a lax a 
toward protection technique. 
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Clinical Notes, New Instruments and Techniques 





AN INTERESTING CASE OF HERPES ZOSTER 


ROY L. KILE, M.D., Cincinnati 
AHUUUNUUUOVANUOUUUOVNUAADUAUUDG VARTA 


The following report of a case of herpes zoster 
was thought to be a most interesting one. While 
virus studies were not done, the relationships of 
virus immunology are unusual. Herpes zoster is 
also not too common in a patient this age. 

T. R.,* white girl, age 2% years, was first seen 
on May 20, 1955, with a typical herpes zoster down 


_ the right leg even involving the sole of the foot. 


There were streaks of grouped vesicular and bullous 
lesions from the buttocks to the bottom of the 
foot (Figs. 1 and 2). The symptoms were typical, 
with burning pain and groups of vesicles. A 
seropurulent exudate was present in unruptured 
lesions. 

The patient’s mother gave the following history: 
When she was seven months pregnant with this 
child, she had chicken pox.. It ran a “normal 
course” and subsided with apparently no ill effects 
on herself or the child. When the child was about 
one year old, she was exposed to chicken pox with 
apparently no ill effects. Approximately 18 days 
before the onset of the present eruption, the child 
was again exposed to chicken pox, having played 
with some neighborhood children who developed 
typical lesions. They were diagnosed by a compe- 
tent pediatrician. The present eruption appeared 


Submitted for publication Aug. 3, 1955. 
* This patient was referred to me by Dr. Harold 
Cassady of Cincinnati. 





Figure 1 


about three days previous to the time I saw her. 
The photographs were taken on the first visit. It 
ran an uneventful course and healed with a small 
amount of residual scarring. 





Figure 2 
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AN ATTACHMENT TO THE SKIN-PLANING APPARATUS FOR THE 
COLLECTION OF ABRADED SKIN PARTICLES 


GILBERT A. BEIRNE, M.D. 
and 
CLINTON G. BEIRNE, M.D., San Francisco 


AMINE 


Recent work has shown that the epidermis and 
adjacent corium removed by skin planing can be 
utilized successfully as minute skin grafts. This 
prompted our interest in developing a device for 
the collection of the abraded particles of skin for 
this purpose. The attachment for the skin-planing 
apparatus shown in the accompanying illustration 
was designed as a practical answer to this problem. 
As a secondary consideration it has been found to 





Submitted for publication June 9, 1955. 

From the Department of Medicine, Subdepart- 
ment of Dermatology, University of California 
School of Medicine. 


keep the planing field and surrounding areas 
cleaner. It also eliminates the remote danger of 
flying steel bristles, 

The device is constructed of stainless steel and is 
light in weight. The cover and attached base are 
machined -to a friction fit. The knurled knob is 
large enough to be grasped firmly, which permits 
easy dismantling of the parts. The fixed portion can 
be left in place when the attachment is not desired. 
A clip-on unit for freezing agents can be placed on 


the fixed portion or on the adjacent part of the. 


skin-planing apparatus. 

After the skin adjoining the wound site is 
planed, the cover of the attachment is removed by 
loosening the knurled knob, and the collected skin 
particles are poured into the wound. 

At present we are employing the device in a 
series of studies evaluating the use of such particles 
in chemosurgical treatment sites. 








Guard for skin-planing hand piece. 





VACCINATION FOR RECURRENT HERPES SIMPLEX INFECTION 
Initiation of a New Disease Site Following the Use of Unmodified Material Containing the Live Virus 


M. PAUL LAZAR, M.D., Chicago 
HUVUIIUIVLLNUNEAUUTRVUUUULALLAUEELUNUETOEUATAULUT UU 


Recurrent herpes simplex infections present 
distinct therapeutic problems which have led to 
various approaches to treatment. At a recent 
national dermatologic meeting, it was suggested 
that favorable results followed vaccination using 
unmodified material taken directly from the pri- 
mary active disease site. We have no experience 
with this approach which may be of value, but 





Submitted for publication July 29, 1955. 
70 


it is attendant with some danger as exemplified 
by the following cases. 

Case 1.—R. W., a 22-year-old white man, was 
first seen in 1952 after complaints about a penile 
and abdominal eruption. 

Physical Examination—The man was well ex- 
cept for a vesicular and crusted eruption super- 
imposed on an erythematous and edematous base. 
Two small areas on the penile shaft and the left 
upper abdominal wall were involved. History, 
clinical features, and laboratory studies confirmed 
the herpes simplex virus as the etiologic agent 
in both sites. 
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DERMABRASION REACTION 


History.—The first attack occurred on the penile 
shaft six months previously, when he, an airman, 
was seen by his local physician who made a diag- 
nosis of chancroid on clinical grounds, despite the 
patient’s history of having had no sexual inter- 
course, Five monthly recurrences of the eruption 
in the same site were diagnosed as chancroid and 
recommendations for disciplinary action were made. 
During his last visit to the Air Force Dispensary, 
fluid was taken from the active penile lesions and 
placed on the abdominal wall. A multiple puncture 
vaccination was done and when it resulted in a 
positive response, the patient was referred with a 
diagnosis of chancroid confirmed by a positive skin 
test. 

Course.—The eruption, typical of a herpes simplex 
infection, reappeared each month for the next six 
months on both the penile and abdominal areas, 
and a communication from the patient reports that 
five recurrences appeared in the following seven 
months. 

Case 2.—R. V., a 32-year-old white man, was 
first seen in December, 1954, because he had recur- 
rent vesicular eruptions on the penis and left fore- 
arm over an 11-month period. 

Physical Examination —The patient was healthy 
except for two vesicular and crusted eruptions 
typical of herpes simplex infections. Involved were 
the dorsum of the penile shaft and the flexor surface 
of the right forearm. No virus studies were done 
but several Kahn tests for syphilis were normal. 
Repeated dark-field examinations, Frei and Ducrey 
skin tests were negative. 

History.—Recurrent attacks of herpes simplex 
on the shaft of the penis had been occurring four 
to six times yearly for about seven years. Several 
dermatologists had been consulted and all agreed 
that the condition was a herpes simplex infection. 
No inciting factor could be elicited and vaccina- 
tions with smallpox vaccine at weekly intervals 





by the multiple puncture and intradermal methods 
were without effect. Local and systemic antibiotics, 
x-ray, and snake venom therapy had been unsuc- 
cessful too. 

In December, 1953, unmodified fluid material 
was taken from a penile lesion, placed on the left 
forearm, and a multiple puncture type vaccination 
performed. In February, April, August, and Decem- 
ber, 1954, and March, 1955, the patient had typical 
herpes simplex infections on both the penis and 
forearm with no change in the clinical charac- 
teristics of the penile eruption. 


COMMENT 


The treatment difficulties encountered during the 
management of recurrent herpes simplex infections 
have led to many methods of handling the problem. 
Live herpes virus has been used previously, and in 
one unpublished instance * the result was similar 
to that recorded here. 

Reporting these two cases is being done because 
vaccination with unmodified fluid from a herpes 
simplex lesion was recommended during a recent 
dermatologic meeting. R. V. (Case 2) was treated 
on that basis. We have no experience with this 
method of treatment but feel that one of the unde- 
sirable aspects of this approach should be reported. 
No benefit from the procedure was noted in the 
two patients observed. 


SUMMARY 


Two instances of vaccination using unmodi- 
fied material taken from the sites of recurrent 
herpes simplex infections are reported. In both 
cases a second site of recurrent herpes simplex 
infection was initiated. No beneficial results fol- 
lowed this therapeutic approach. 


30 N. Michigan Ave. (2). 





* Blank, H.: Personal communication to the 
author. 





RECURRENT REACTION FOLLOWING DERMABRASION 


A. J. EDELSTEIN, M.D., Johnstown, Pa. 
QUNINNVUULULNUULAS TOLUENE 


Dermabrasion was performed on the right cheek 
of M. H., a white woman, aged 21, on March 26, 
1954. Chlortetracycline hydrochloride crystalline 
Ointment (3%) dressings were then applied and 
were removed 24 hours later. Crusts formed in 





Submitted for publication June 8, 1955. 


the usual manner and separated in approximately 
nine days, revealing the usual erythema. She was 
instructed to avoid the use of soap and topical 
applications as well as exposure to sunlight. 

On April 20, 1954, she developed an eczematous 
reaction! on the abraded area consisting of a 
diffusé erythema, epidermal edema, serous exuda- 
tion with some yellowish crusts, and occasional 
superficial scattered pustules. Therapy consisted of 
oral tetracycline hydrochloride crystalline, cold boric 
acid compresses, and ‘bacitracin ointment. She re- 
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sponded well and was discharged as recovered on 
April 28, 1954, with instructions to resume her 
acne routine. 

On March 23, 1955, she consulted me because of 
an eczematous eruption of four days’ duration ap- 
pearing on the right cheek. Examination revealed 
an eruption which was an exact duplication of the 
original one and conformed precisely to the abraded 
area which had remained faintly pinkish. Etiology 
could not be determined despite a careful history, 
and no plausible explanation for its occurrence can 
be postulated. 
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SUMMARY 


A case is presented in which there was a spon- 
taneous unexplained recurrence of an untoward 
reaction following dermabrasion therapy for post- 
ache scarring. 


408 Lincoln St. 
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X-RAYS IN DERMATOLOGY 


Sept. 29, 1955 


Dr. W. Edward Chamberlain 
Professor of Radiology 
Temple University Medical School 
Philadelphia, Pa. 
Dear Dr. Chamberlain: 
Chicago newspapers of Sept. 22 (The Chicago Tribune; The Chicago Sun-Times) reported 
you as stating at the recent meeting of the American Roentgen Ray Society-College of Radiology, 
among other things that 


X-rays should not be used for benign ills, as acne, warts, athlete’s foot, poison ivy, and 
similar skin infections—x-ray therapy should be given only by radiologists—too much 
x-ray is being employed by dermatologists for nonmalignant skin diseases—“top men” 
in dermatology are discontinuing such practices—a disservice is done to patients 
unless the x-ray therapy is administered by radiology specialists. 


It occurs to us that your statements might have been misinterpreted and if so, would you 
consider sending to the newspapers a corrected statement of your views? It would be most 
helpful. 

Also, please, would you mind telling us who are the “top men” in dermatology to whom you 
referred? 

Because so many of our readers are concerned with the matter, we plan to publish this letter 
in the A. M. A. ArcHIVEs oF DERMATOLOGY and we shall be pleased to include your answer 


if you so desire. I would appreciate an early reply. Yours truly 


HERBERT RATTNER, M.D. 
Chief Editor 


Dr. Chamberlain, who at the time of the meeting was chairman of the Executive Committee 
of the American Roentgen Ray Society, replied: 


Dear Dr. Rattner: Nov. 17, 1955 

I have your important letter of Sept. 29 regarding reports of press interviews with me that 
appeared in the Chicago Tribune and Chicago Sun-Times on Sept. 22. 

I have not seen the press reports which you refer to, but judging from your letter it appears 
that I was not misquoted. Certain qualifying remarks were left unreported—a not-unexpected 
feature of most news conferences. In spite of these omissions I cannot really say that I was 
“misinterpreted.” If I may, at this time, add to my reported statements along the following lines, 
I may be able to provide your readers with a clear picture of just what was on my mind, why my 
crusading spirit was aroused, and why I gave voice to my fears and convictions regarding the 
overuse of x-ray therapy by many dermatologists (and other physicians). 

First, may I call attention to the fact that my statements were made in response to direct 
questions from the reporters. None of my statements were volunteered. No advance notes were 
prepared. The occasion was a give-and-take news conference built around the previously published 
comments concerning “radiation protection and hazard” which emanated from the Geneva 
Conference. The invitations to the Press had said, “This will be a give-and-take news conference. 
No advance statements.” 

Next, may I point out that in my statements to the reporters on Sept. 21, in answer to their 
direct questions, I was careful to state that while dermatologists are major offenders in this 
matter of administering avoidable, ill-advised, undesirable, harmful, and unnecessary radiation 
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to patients with benign conditions, they are by no means alone in these wrong practices. General 
practitioners with x-ray machines and, all too often, even radiologists have been guilty of these 
same practices. 

It is my considered opinion that “x-rays should not be used for benign ills, as acne, warts, 
athlete’s foot, poison ivy,” and that “too much x-ray is being employed by dermatologists for 
nonmalignant skin diseases.” (The quotes are from your letter to me.) My opinion is based upon 
actual observations of harmful effects that have sometimes been catastrophic. In some of the 
worst examples of such harmful effects, the interval between the last x-ray treatment and the 
appearance of the first evidence of serious damage, amounted to 5, 10, 15, and 20 years. (These 
long latent periods between treatment and end-result may account for the fact that many 
dermatologists and other physicians have remained unaware of the nature and extent of the 
risk involved in x-ray therapy.) 

The catastrophes that have come to my attention have resulted from one or another of three 
quite different mechanisms: (a) accidental overexposure; (b) inaccurate or incomplete knowledge 
on the part of the therapist as to the patient’s previous x-ray exposures; (c) lack of appreciation 
of the significance of the interval between exposures. 

Accidental Overexposure.—The physician (dermatologist, radiologist, or other) who adminis- 
ters x-ray for a benign condition obviously believes that in his particular hands the procedure is 
safe. But every so often accidental overexposure occurs, either as a result of a fault in the 
x-ray machine or as a result of an error on the part of the operator. As long as we continue to 
use x-rays in such cases, there will continue to be cases of accidental overexposure. In my opinion 
we are obliged to take this fact into consideration when we try to decide whether x-ray therapy 
is or is not too dangerous for use in diseases that can be controlled by other, safer methods. 
(One of the best essays I have seen on this point was written by two dermatologists, Jud R. 
Scholtz and Craig Williamson, entitled “Therapeutic Perspective,” California Med..74:193 
[March] 1951.) 

Inaccurate or Incomplete Knowledge of Patient's Previous Exposures to Irradiation.— 
The very effectiveness of x-ray treatment may be our downfall! In ignorance, back in 1919, I 
gave x-ray treatment to a woman for pruritus vulvae. Relief was spectacular, but the condition 
recurred, and at the insistence of the patient I repeated the procedure on two occasions. Then, 
fearing harmful effects, I refused to go further. This patient went from doctor to doctor in 
search of someone who would give her x-ray treatment. Many refused, but she learned to get 
x-ray treatment by going to a new doctor and saying that she had not previously received any 
such treatment. In due course she developed a huge ulcer, later committed suicide. I had prepared 
the way for this catastrophe by demonstrating that x-ray would temporarily relieve her pruritus ! 

I have knowledge of other cases in which the patient purposely deceived the doctor in order 
to obtain additional x-ray therapy (in cases of “eczema,” “athlete’s foot,” psoriasis). I know of 
other cases in which there was no intent to deceive, yet the records were woefully incomplete, 
with disastrous results. 

Lack of Appreciation of the Significance of the Interval Between Exposures.—This is difficult 
to place before you because even today our knowledge on this point is incomplete. However, in 
broad terms I can say that in treating deeply situated cancer with 200 kv., copper-filtered x-ray we 
have learned that a skin area of 200 to 300 sq. cm. (of the order of a circle with diameter 6 to 8 
in.) will recover nicely from a total dose of 3300 r (air) if delivered in daily fractions of 300 r 
per day with one-day intervals throughout the series. The acute reaction from such a brief 
series is severe, but recovery is prompt and relatively complete, and late sequelae are not to be 
expected. If, however, the same total dose of 3300 r (air) is administered in eleven 300 r 
fractions at intervals of three to four weeks, so that the series lasts from 30 to 40 weeks instead 
of 10 or 11 days, there will be no acute reaction, but disastrous late sequelae are to be expected 
after an interval of two to four years. Some of the dermatological tragedies which have come to 
my attention during my nearly 40 years of practice were undoubtedly caused by an unlucky choice 
of interval between treatments. 

In your letter you ask whether I would mind telling you who are the “top men” in 
dermatology whom I cited as discontinuing the practices which I deplore. I have many friends 
in dermatology, in many parts of the country. For more than 10 years I have been discussing 
my ideas with these friends and I have been gratified to learn that many who in earlier years 
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used x-ray therapy freely and perhaps even indiscriminately are now using it sparingly or are 
even at great pains to avoid it wherever possible. These are the “top-men” according to my 
lights. That I am unwilling to name them is due first to the fact that I do not have their per- 
mission to do so, and second to the fact that I am solely responsible for what came out of the 
Sept. 21 news conference and I do not wish to share the responsibility with anyone else, even 
by remote suggestion. 


Your letter indicates that I was reported as saying that “x-ray therapy should be given only 
by radiologists” and that “a disservice is done to patients unless the x-ray therapy is administered 
by radiology specialists.” I do not believe I was misquoted, but such statements are, to say the 
least, in bad taste. We are all physicians, obligated to do our best for our patients and above all 
to avoid injuring our patients. I honestly believe that radiologists are more aware of the 
hazards of irradiation and of how to avoid them than are dermatologists, but that should have 
led me to say, at most, that “there is even less excuse for overuse of x-ray treatment by a radiolo- 
gist than there is in the case of a dermatologist.” I certainly should have handled that part of 
the interview with greater care. I am sorry that I didn’t. 

Please do not misunderstand me. I regret my poor taste and unwise attempt to draw a 
distinction between radiologists and dermatologists in front of the press. But I’m not trying 
to squirm out of a hot seat and I’m not backing down from my basic position when I point out 
that I was quoted incompletely and these phrases about x-ray therapy being given only by 
radiologists, etc., have been lifted out of context. I remember pointing out that one cannot be 
dogmatic and absolute—that while x-ray therapy should be used much less than is now the 
prevalent practice, there are times when its use, under adequate safeguards, is justified in a 
particular case. But even as I point out the fact that I tried to leave the reporters with the 
feeling that x-ray treatments for benign conditions are only 99% not 100% wrong, I can feel 
that old crusading spirit rising with the thought “but surely they'll stop using x-ray for such 
conditions as athlete’s foot!” So you see, I’m quite unregenerate. 

Please accept my sincere thanks for giving me this opportunity of having this reply published 


along with your letter. Very truly yours 


W. Epwaxp CHAMBERLAIN, M.D. 


A CLINICAL APPLICATION OF A HYDROPHILIC OINTMENT BASE 


To the Editor:—The article by J. Q. Gant Jr., “A Clinical Application of a Hydrophilic Oint- 
ment Base” (A. M. A. Arco. Dermat. 71:688 [June] 1955), consists of a discussion of the 
properties of oil-in-water emulsions and a hypothesis of their assumed clinical action. 

Toward the end of this paper, almost in parenthesis, the statement was made that application 
of such hydrophilic ointment base in 176, presumably consecutive, cases of primary irritant 
dermatitis due to detergents, resulted in relief of symptoms within five days “in all cases” 
and “healing in all cases” [italics mine]. The only corroboration of this statement consists of 
three very incomplete case reports, at least two of which suggest the diagnosis of allergic contact 
sensitization to hand lotions or cleansing fluids. This remarkable therapeutic result is so much 
at variance with our experiences in the use of absorption bases in general, the specific product 
mentioned in particular, and, indeed with the use of any therapeutic agents for this form of 
dermatitis, that some questions may be in order. 

1. Has any patch testing or other investigation been done to rule out allergic contact 

dermatitis, which may heal spontaneously with the removal of the allergen? 

2. Have any controls of other ointment bases or any form of paired comparison been used? 

3. How long was the time interval between the application of the ointment base and the 

reported “healing”? 

4. Have the relapses been prevented in all cases in spite of continuous contact with the 

irritant, as intimated, or has further contact been avoided? 

Both the author and the manufacturer of the ointment base should be congratulated if these 


astonishing results could be verified. Vente Wate UD 


1414 Drummond St. 
Montreal 2, Canada. 
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To the Editor:—. .. The questions are based upon a rather “free” use of the terms “allergen” 
and “allergic contact dermatitis.” The relationship between a soap dermatitis and allergens has 
been investigated by many men. Recently, Jambor and Suskind reported (J. Invest. Dermat. 
24:379, 1955) their study of the allergic qualities of cleansing agents in hand dermatitis. Patch 
tests were made with fresh solutions of soaps and detergents, and also included usage tests, 
bacteriologic and mycologic examinations, hemograms, and urinalysis. No specific reactions to 
soaps or detergents were elicited. Brunner (J. A. M. A. 154:894, 1954) presents strong evidence 
that “the so-called housewives’ eczema is basically an external irritant dermatitis.” On the basis 
of our work, we concur with these viewpoints. If the irritant is removed and/or the skin is 
protected from further trauma, the skin will heal. For the particular advice of the inquirer, many 
of our patients were patch tested, with negative results. 

The basic concept of this paper was the hypothesis that the mechanical trauma due to high 
surface activity was a primary factor in this syndrome and that, by providing a buffer of a 
contra-acting emulsion system, protection against the trauma of the surface-active agent would 
be avoided or minimized. Any emulsion system satisfying the interfacial tension requirements 
would accomplish this. We emphasize the role of the emulsion system since the commercially 
available absorption ointment bases generally do not contain water and, therefore, do not 
present an emulsion but a lipid film. The lipid film does not afford this type of buffer activity. 
The amount of water, as well as the integrity of the emulsion, are important factors. Generally, 
an interfacial tension between the lipid and aqueous phases of below 2 dynes per sq. cm., is the 
optimal limit. This, together with diagnosis, may explain some of the earlier personal experi- 
ences noted by the inquirer, since the particular emulsion system with which we worked has 
not been commercially available, to our knowledge. 


We sincerely appreciate the concluding comments of the correspondent and hope that his 
questions have been answered. 


Very truly yours, 
James Q. Gant Jr., M.D. 
1726 M St., N. W. 
Washington 6, D. C. 
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Urticaria Pigmentosa. Presented by Dr. CHartes F. Post. 


L. C., a 50-year-old white woman, was first seen three weeks ago. Three years ago she 
first noticed small asymptomatic “spots” on the legs, which have spread since that time. There 
is very slight pruritus, but numerous lesions have gradually appeared over the arms, chest, legs, 
and thighs. A recent thorough physical and laboratory examination by a qualified internist was 
negative for any physical abnormality. 

Scattered over the arms, chest, legs, and thighs are numerous maculopapular 2 to 3 mm. dark 
reddish-blue lesions. There are no scratch marks. There is no lymphadenopathy. 

Sections of skin from the “left thigh” reveal a slightly edematous epidermis, the basal layer 
of which varies in pigmentation. In the subepidermal cutis are numerous mononuclear cells, 
many of which are mast cells. Diagnosis: Urticaria pigmentosa. 


DISCUSSION 

Dr. C. T. Netson: This case is remarkable for the superficial nature of the lesions. If there 
are mast cells present, I would agree with the diagnosis and classify the case as one of telangi- 
ectasia macularis eruptiva perstans (Weber). 

Dr. AntHony N. Domonxos: Without the biopsy findings one would think of a drug 
eruption due to phenobarbital. I would still investigate that possibility. 

Dr. Danie Hyman (by invitation): Urticaria pigmentosa has lost its status as a purely 
cutaneous disease according to recent reports (Layman, C. W., in discussion on Chargin, L., and 
Sachs, P. M.: A. M. A. Arch. Dermat. & Syph, 69:354 [March] 1954) which described bone 
and hematologic involvement. I would investigate these possibilities. 

Dr. Royat M. MontGomery: This case does not show urticaria. I agree with the diag- 
nosis because of the biopsy findings. 

Dr. C. Doucias WaLsH: It is rather unusual for there to be such a late onset. 


Leukemia Cutis. Presented by Dr. C. Douctas WaALsH. 


_ Mrs. A. S, This 52-year-old white woman was first seen by me one month ago because of 
painless nodules in the skin. 

Four nodules had been present in the right scapulovertebral area for two or three years. It 
was believed they occurred at the site of bee stings or insect bites. A year ago, her spectacles 
broke, causing trauma on the left supraorbital ridge. Subsequently a nodule appeared in the 
same area. 

The nodules are bluish-red, from 1 to 2 cm. in diameter, round in outline, slightly elevated, 
firm in texture, and are located in the epidermis and subepidermal tissue, and are freely movable. 

Three nodules on the back were each given one treatment of 150 r of half-value layer of 
0.7 mm.-.Al, which resulted in practically complete disappearance of the treated lesions in three 
weeks. 

Blood leucocyte count, 8000; 73 neutrophiles (29% immature cells); 1% eosinophiles, 2% 
monocytes, 21% small lymphocytes, 2% large lymphocytes, 1% atypical lymphocytes. 

Dr. Vladimir Altmann examined the section of skin and reported: Microscopic examination 
shows a small portion of skin covered by intact but moderately atrophic epidermis. In the corium, 
there are small and larger areas densely infiltrated witli fairly uniform cells. Most of these are 
round but some are perhaps slightly elongated. A few mitotic figures are seen in these structures. 
The infiltrate is characteristic of a malignant lymphoma. The differential diagnosis seems to lie 
between lymphosarcoma and an acute phase of leukemia. Diagnosis: Malignant lymphoma— 
infiltration of cutis (Lymphosarcoma or acute phase of leukemia). 
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DISCUSSION 

Dr. C. T. Netson: The biopsy and the clinical appearance are typical of lymphoblastoma 
of the skin. In cases of cutaneous lymphoblastoma with severe itching we have recently used 
Thorazine with good symptomatic results. I do not know whether this drug raises the itch 
threshold or whether the patients still itch but just do not scratch. 

Dr. DantEt Hyman (by invitation): Many case of mycosis fungoides eventuate in some 
other form of lymphoblastoma. 

Dr. AntHony N. Domonxos: I have seen a case of mycosis fungoides which has done well 
for over 15 years. It may go on for many years. Even if there is a definite diagnosis of mycosis 
fungoides or leukemia cutis, you cannot make a good prognosis in these cases. 

Dr. C. Douctas WatsH: She has had the lesions on the back for three or four years. They 
responded to only one treatment with x-ray, which suggests a good prognosis. A bone marrow 
study by Dr. Charles Accettola revealéd very active marrow, with normal maturation of the 
erythrocytic series and of the myelocytic series. There seems to be increased activity in the 
myelocytic series in ratio to the erythrocytic series, The lymphocytes seen were normal. Many 
megakaryocytes were seen, and platelets were found to be normal in number. The slides were 
reviewed by Dr. Altmann and his impression is as follows: 1. Retarded and decreased erythro- 
poesis with relatively few well-formed (and only late) normoblasts. 2. Quite definite moderate 
hyperplasia of the granulocytes with probably absolute increase in the number of myelotytes. 3. 
Only very rare blast cells present. Dr. Altmann’s impression is that myelocytic leukemia can- 
not be ruled out. 





Case for Diagnosis: Periadenitis Mucosa Necrotica Recurrens (Sutton)? Presented by 
Dr. Royat M. MontcomEry. 





J. R., a woman aged 65, has had ulcerations in her mouth since April, 1954, when she wore 
some new dentures. She first came to Roosevelt Hospital’s Skin Clinic in December, 1954. 

The patient had a plastic repair to the face for. a third-degree burn in 1945. She stopped 
using her dentures in April, 1954. At the present time there are two irregular ulcers on the buccal 
mucosa on both sides opposite the wisdom teeth. There is redness surrounding the superficial ulcer. 

Blood serology : negative. Blood count: hemoglobin, 11.5 gm.; RBC, 3,890,000; WBC, 7200; 
polymorphonuclears, 58; nonsegmented, 3; lymphocytes, 37. The RBC appears slightly hypo- 
chromatic. A biopsy specimen taken from the ulcer shows a nonspecific chronic inflammation. 

Patient has been resistant to treatment, which included vitamin therapy, Feosol, liver injec- 
tions, five penicillin injections of 600,000 units, and four injections of Bi of 5007. 


DISCUSSION 


Dr. C. Douctas WatsxH: I would like to see a biopsy. I think it might be a low-grade 
malignant growth. 2 

Dr. C. T. Netson: From what I saw there was a superficial erosion with a surrounding 
whitish border. I do not think this is aphthosis or periadenitis. Considering the age of the patient 
and the duration of the lesion, I would do another biopsy. There may be epitheliomatous change 
and, if so, I would certainly not treat with topical applications. 

Dr. AntHony N. Domonxos: I feel that if this were periadenitis mucosa necrotica there 
would be more scarring after this length of time. She is an old lady and her nutrition is not 
good. I believe there is chronic irritation from the dentures. 

Dr. J. Lowry Miter: I agree with Dr. Domonkos. I would be sure there is no epithelioma, 
or then treat if there is. There is chronic irritation and poor nutrition. 

Dr. DanieL Hyman (by invitation): When she was first seen there were lesions on both 
sides. The possibilities of pemphigus, contact dermatitis, drug eruption of the mouth, and nutri- 
tional deficiency were considered. She has been taking multivitamins and has used a dilute 
alkaline mouth wash, There is a 75% improvement now. She might have pemphigus. The biopsy 
should be repeated. 

Dr. Cuarztes F. Post: I agree with Dr. Domonkos. The blister might be traumatic. I 
wonder if she still uses her dentures from time to time. 


Tertiary Syphilis; Keratouveitis. Presented by Dr. C. T. NEtson. 


A. R., Puerto Rican woman, aged 43. The patient was first seen in Presbyterian Hospital 
on Dec. 27, 1954, with a complaint of redness, tearing, and some pain in the left eye of one 
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week’s duration. She gave a history of a positive Wassermann test discovered in 1944, for which 
she had received no adequate therapy. A premarital test in 1943 was reported as normal. The 
history was otherwise noncontributory except for cervical adenitis during adolescence. 

The left eye was grossly inflamed with a deep ciliary flush. The anterior chamber was 
cloudy and the pupil was small and fixed. One large posterior synechia was found. Extraocular 
movements and tension were normal. Physical examination was otherwise not remarkable. Roent- 
genograms of the chest showed no pulmonary disease or mediastinal adenopathy. 

Laboratory data: Mazzini, positive; Kolmer, positive; VDRL, negative; TPI, positive. 
Spinal fluid protein, colloidal gold, and Kolmer were normal. No cells were present. 

The eye was treated with hot compresses and instillation of 1% atropine, with slight relief. 
Instillations of hydrocortisone were considered but were not given. On Feb. 11, 1955, treatment 
with procaine penicillin G in oil, 900,000 units twice weekly was started. The patient believes 
that she noted some relief after the first injection, although there was no gross objective change 
in the condition of the eye. 


DISCUSSION 


Dr. J. Lowry Mituer: I agree with the diagnosis and the treatment. Fever treatment 
sometimes helps. You might use typhoid to produce fever. 


Dr. VALENTINE C. BAKER: Why was the VDRL negative? 


Dr. C. T. Netson: In late acquired syphilis a uveitis with secondary keratitis is about the 
only inflammatory eye lesion seen with any frequency. This condition is very resistant to treat- 
ment—nearly as much so as interstitial keratitis. In this case we plan to administer penicillin in 
large dosage (20,000,000 units or more) over several weeks. We also plan to give cortisone 
(75 to 100 mg. daily) at the same time to try to control the inflammatory response in the eye. 


Urticaria Pigmentosa in a Fifteen-Month-Old Girl. Presented by Dr. C. DoucLas WALSH. 
Case for Diagnosis: Lymphoblastoma? Presented by Dr. ALEXANDER W. YOUNG Jr. 
Erythema Perstans. Presented by Dr. RoyaL M. MONTGOMERY. 

Erythema Multiforme Varioliformis. Presented by Dr. Roya M. MONTGOMERY. 


Charles F. Post, M.D., President 


C. Douglas Walsh, M.D., Secretary 
March 17, 1955 


Scleredema Adultorum (Buschke’s). Presented by Dr. J. Lowry MILLER for Dr. CHARLES 
S. SHEARD. 


R. W., a white married woman, aged 48, has noted a cyst on her left cheek for the past four 
months. It was incised and drained by her physician in October or November, 1954, but no pus 
was found. Following the incision some local cellulitis developed, which was treated conserva- 
tively with subsequent excision of a cystic area which slowly healed but was followed by spread- 
ing induration. 

- Physical examination shows some subcutaneous and cutaneous thickening with smoothing of 
the left cheek so that the skin cannot be picked up. Nonpitting edema with inflammation is present. 

Biopsy examination shows swelling of the collagen and Wucher fat atrophy, some connective 
tissue and fat involvement, too indistinct for any diagnosis. 


DISCUSSION 

Dr. AntHony N. Domonxos: This is a typical case of solid edema following a strepto- 
coccic infection. There was an infected cyst in the area. The treatment of choice is a long 
course of sulfonamides or antibiotics. There is a good prognosis. 

Dr. VALENTINE C. BAKER: I had the feeling this might be a foreign-body reaction. It is 
similar to lesions seen in parafinoma or an infectious Process such as tuberculosis. 

Dr. J. Lowry Miter: I agree with the remarks of Dr. Domonkos, with the addition that 
these cases are not always due to Streptococcus. I think a glucose tolerance test would be help- 
ful. You sometimes see these lesions, as Dr. Machacek has described, in conjunction with dia- 
betes. I would treat it cautiously. I would hesitate to do a biopsy because it may extend the 
process. 
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Dr. Cartes F. Post: I think it is a panniculitis and would try some of the tetracyclines or 
a long course of penicillin. Sulfapyridine may give the best results. 

Dr. CHarLes S. SHEARD (by invitation): I am grateful for your suggestions. I was not 
certain of the diagnosis. In the first month of the onset there was an infiltrated plaque. It was 
not cystic. There was a frank cellulitis following the incision. No pus or sebaceous material was 
expressed. I think Dr. Domonkos is right, that many cases of solid edema follow infections. 
I had the impression that the edema was a nonpitting type. I will give intensive antibiotic 
treatment and have a glucose tolerance test done. 


Case for Diagnosis. Presented by Dr. C. T. NELSON. 


R. D., white woman, aged 35. The patient first noted the onset of a papular scaly ery- 
thematous eruption on the face approximately 15 years ago. This later spread to involve the 
sides of the neck and upper portions of the chest. The intensity of the eruption has varied, 
but it has never entirely disappeared. Pruritus has been severe and constant, and there has been 
no seasonal variation in the characteristics of the dermatitis. The patient had no eruptions prior 
to the present illness, and the dermatitis has been largely confined to the areas of the neck and 
face. Treatment by several physicians has been ineffective. This included injections of gold 
salts and vitamins, application of various ointments, elimination of contactants, exposure to 
ultraviolet light, etc. 

On the forehead, face, ears, and neck there is a widespread erythematous papular eruption. 
The scaling of the forehead, nasolabial folds and sides of neck has a seborrheic quality. Palms 
and soles are clear and the body shows no eruption. elsewhere except for a few aberrant papules 
on the lower abdomen. Physical examination is otherwise not remarkable. Radiographs of the 
remaining teeth show no evidence of periapical infection. Biopsy and baseline laboratory studies 
have not been completed. 

Therapy has included avoidance of all cosmetics except lipstick. Cold compresses and bland 
emollients only have been used locally. Vitamin B complex, one capsule three times daily, and 
glutamic acid, two capsules after meals, have been started. * 


DISCUSSION 


Dr. J. Lowry Mituer: I thought of Darier’s disease. This is an unusual distribution. The 
lesions on the sides of the neck, which were gray and dirty-looking, and the lesions on the backs of 
the hands suggest Darier’s disease. 

Dr. AntHOoNYy N. Domonxos: I believe this to be Darier’s disease. 

Dr. CHartes S. SHEARD (by invitation): It does look like Darier’s disease, but epidermo- 
dysplasia verruciformis should be considered. : 

Dr. Cuartes F. Post: I thought of Darier’s disease, rosacea-like tuberculid, and lupus 
miliaris disseminatus faciei. 

Dr. C. T. Netson: I think this is Darier’s disease. I will do a biospy and report the 
findings at a later date. 

Note: The biopsy subsequently confirmed the diagnosis of Darier’s disease. 


Basal- and Basosquamous-Cell Epitheliomata. Presented by Dr. J. Lowry MILLER. 

Dr. M., a white man, aged 77, was first seen Jan. 24, 1955, complaining of a growth in the 
left ear just posterior to the orifice of the external ear canal that had appeared about one year 
ago. It has been treated with an electric needle in Florida but gradually returned. Two weeks 
prior to being seen, a biopsy had been taken and revealed a skin cancer. A granulomatous 
lesion was also noted on the left temple. 

The area on the ear showed an elevated lesion with rolled borders and a slightly ulcerated 
center situated near the ear canal and crossing over the cartilage. The lesion on the left temple 
was a pea-sized, waxy bordered lesion. 

Biopsy: 1. Sections of the neoplasm from the left ear cade a thick Sisenrksrebotic 
epidermis beneath which was an extremely cellular fibrous connective tissue. The latter con- 
tained several groups of neoplastic epithelial elements of basal morphology. Diagnosis: Basal- 
cell epithelioma. 2. Sections of the lesion from the left temple disclosed a wide, keratin-filled 
follicle. There was also a proliferation of what appeared to be squamous and basosquamous 
elements, some of which were dyskeratotic. They penetrated the underlying inflamed cutis. 
Diagnosis: Basosquamous epithelioma. 
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Both lesions were subjected to biopsy followed by thorough curettage and electrodesiccation. 
In spite of the fact that the basal-cell epithelioma of the left ear extended quite deeply down to 
the cartilage of the ear, both healed quite rapidly on boric acid: compresses and Aureomycin 
powder. They were then treated with 750 r of roentgen irradiation followed by 600 r in one 
month and 450 r one month later. 
DISCUSSION 


Dr. ANTHONY N. Domonkos: This is a very excellent form of treatment. I do not 
usually follow the desiccation with x-ray. In a similar case I treated recently a punch was used 
to remove the lesion. It went down to the cartilage and by using the punch there was no damage 
to the cartilage due to the heat usually produced by electrodesiccation. 

Dr. C. T. NeEtson: This is an ideal site for desiccation. I would not use x-ray. If the 
desiccation is thorough,- x-ray is not needed. 

Dr. Cuarzes S. SHEARD (by invitation): I think this is a wonderful treatment. 

Dr. J. Lowry MILuer: There is a second reason for giving roentgen treatment. I think you 
avoid keloid formation, which occurs in a fairly high percentage of cases following curetting. 
By following with roentgen treatments a month apart you can pick up any keloids. Also, it 
gives a good follow-up on the patients. I give 750 r on the first treatment, 600 r on the second, 
and 450 r on the third. 


Lupus Miliaris Disseminatus Faciei. Presented by Dr. J. Lowry MIL_Ler for Dr. CHARLES 
S. SHEARD. 


R. E., a white married woman, aged 47, has complained of a papular eruption on the face 
with some diffuse erythema and burning sensation since May, 1954. Patient has known she was 
allergic to perfume in the past, and has avoided perfumed cosmetics. She has used Arex lip- 
stick for years because she thought commercial lipsticks gave her fever blisters. She feels that 
sunlight and certain foods caused the facial eruption to worsen. No history of tuberculosis. 


Brown maculupapules are present on the cheeks, but the central oval of the face is clear. 


Patient was treated with a total of eight fractional doses of roentgen rays to the sides of her 
face, with little improvement. Extensive patch tests disclosed sensitivity to perfume and to 


* Basis soap. Oral medication with first 100 mg. Terramycin t.i.d., and later Acidol-Pepsin, 


ante cibum, and 2.5% hydrocortisone in Albolene locally gave ahout 50% improvement. She 
used only Lowila, water, Kleenex, and lipstick on her face and no other cosmetics. 

Roentgenograms of the chest were negative except for cervical ribs and an old tuberculin 
test: was negative in a 1: 100,000 dilution. 


DISCUSSION 


Dr. CHarves S. SHEARD (by invitation): The patient improved on Terramycin treatment. 
The biopsy showed nothing. There was temporary improvement with antibiotics. Gantrisin is 
being used now, and there is slow improvement. This is the type of case which has been presented 
as lymphocytic infiltration, occasionally. 

Case for Diagnosis: Hypertrophic Lichen Planus? Presented by Dr. ALEX W. YounG Jr. 

Verruca Plana Juvenilis. Presented by Dr. Cuartes F. Post. 

Tinea Capitis with Kerion Resulting in Spontaneous Cure. Presented by Dr. ANTHONY N. DOMONKOs. 
Case, for Diagnosis: Dermatophytosis; Dermatophytid T. Rubrum? Presented by Dr. J. Lowry MILLER. 


Nevus Linearis Verrucosus. Presented by Dr. CHARLES F. Post. 
Sclerosing Basal-Cell Epithelioma. Presented by Dr. J. Lowry MILLER. 


NEW YORK ACADEMY OF MEDICINE, SECTION OF DERMATOLOGY AND SYPHILOLOGY 


Timothy J. Riordan, M.D., Chairman 
Wilbert Sachs, M.D., Secretary 


Feb. 1, 1955 
Porokeratosis of Mibelli. Presented by Dr. O. CANIzaREs. 
Patient: G. S. Sex: Male. Color: White. ‘ Age: 66. 
Duration er 56 years; progressive, 
History: . First developed a lesion on the left thigh at the age of 10 years and has 


since been slowly developing new lesions. Once a lesion completely develops, 
it remains permanently unchanged. The lesions are all pruritic. 
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Location : Generalized: scrotum, penis, left thigh mesially, right axilla, scalp, hand. 

Description : Each lesion is sharply demarcated and has a flat or slightly depressed center 
and a narrow, elevated keratotic border. The lesions in the intertriginous areas 
appear softer, are more moist and tend to macerate. 

Biopsy : In one portion of the skin section there are changes visible in the epidermis, 
consisting of hyperkeratosis, slight acanthosis, and slight hypergranulosis in 
places. In one place there is a deep groove filled with a hyperkeratotic mass, at 
the lower portion of which there are many parakeratotic cells. The granular 
layer is absent at this point, and the epidermis is thin. The corium shows a 
moderate banal infiltrate. 

Diagnosis: Compatible with porokeratosis of Mibelli. 


DISCUSSION 

Dr. Evcene T. Bernstein: This is a very interesting case, exhibiting the sharply cir- 
cumscribed lesions on the hands and scrotum. These lesions show the characteristic atrophic 
appearance of the skin, within the encircling ridge. There are three theories: that it is a nevus; 
that it is a hereditary keratodyskeratosis; and, that it is a chronic inflammation, possibly of 
infectious origin (described by Ritchie and Becker). The designation of keratodyskeratosis is 
advanced by Bloom and Abramowitz because they believe the underlying cause to be found in 
abnormal germ plasm transmitted from parents to offspring. Bloom thought that the dysfunc- 
tion of the epidermal cells might be based on an abnormal physiologic chemistry of the cells 
themselves, implying that the anomaly is hereditary. Since the sweat ducts are not essential to 
the pathologic process of porokeratosis, the authors consider the term, porokeratosis, a misnomer. 

Dr. Davin Broom: This patient shows two kinds of lesions which are seen in porokera- 
tosis Mibelli, namely, the irregularly shaped plaques and the linear lesion resembling a linear 
nevus. The third type, namely, the small annular lesion, seems to be missing in this patient. 
Abramowitz and I published a report of a family in which all these lesions were present (Arch. 
Dermat & Syph. 47:1 [Jan.] 1943). We then emphasized that the name “porokeratosis” is a 
misnomer, for the relationship of the lesion to the sweat pores can be frequently disproved. We 
have also brought out the fact that porokeratosis Mibelli is more frequently seen in males. 

Dr. FREDERICK Reiss: In addition to the three types which Bloom mentioned, I would like 
to add Dr. Matsumoto’s observation, who described in Japan porokeratosis of the oral mucosa. 

Dr. ALEXANDER A. FIsHER: In the cases of porokeratosis of Mibelli we see in New York 
the lesions are usually single or there are a few lesions as in this patient. 

In London, at the International Congress, they had several interesting cases where the 
eruption was almost generalized. There were hundreds of lesions. The type of :case with 
generalized distribution is not seen so often in this country. In those cases it seemed as though 
something had scraped the skin off and it failed to heal, and there was a little border around 
so that the individual lesion was characteristic. However, the widespread eruption was very 
unusual as far as most of us were concerned. 

Dr. ORLANDO CANIzARES: I was happy that this patient came today because I wanted the 
members of this Section to see this picture as it is rather characteristic. The etiology of this 
condition is unknown; as has been mentioned, some cases seem to be extensive and others 
localized. It has been considered an infectious process but most likely it should be considered a 
nevoid process. These cases are seen more frequently in men than in women. They seem to 
progress and develop through puberty. In a case reported in a woman the lesion became 
regressive during pregnancy. There may be a hormonal factor, but it has not been definitely 
proved, and so far all methods of treatment are unsatisfactory. 


Case for Diagnosis: Lupus Erythematosus? Lymphocytic Infiltration? Presented by 
Dr. Jesse A. ToLMacnz. 
DISCUSSION 
Dr. Jesse A. Totmacu: There were two biopsies performed in this case. One section was 
consistent with the picture of lupus erythematosus and the second with lymphocytic infiltration. 
The patient did not benefit from treatment with Aralen over a protracted period of time, did 
not respond to bismuth and did not respond to x-ray treatment of a small portion of the lesion. 
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Dr. ‘Maurice J. CostELLo: As long as the diagnosis is in doubt, I should like to suggest 
the possibility of lupoid sycosis, for the reason that this eruption is infiltrative and is confined 
entirely to the bearded region. For instance, on the left side I believe it involves the upper por- 
tion of, and does not intrude upon, the preauricular region and on the scalp. One could try 
Quinolor and one may find a real change in this eruption. 

Dr. EuGrene T. BERNSTEIN: This eruption, occupying both sides of the face, represents an 
eruption of lupoid sycosis in a location other than the beard region or the scalp. Such a follicu- 
lar infiltration of the glabrous skin was described by Arnozan (Folliculitis depilant des parties 
glabres, Bull Soc. frang. dermat. et syph., April, 1892). 


Lichen Planus. Presented by Dr. O. Canizares and Dr. P. MICHAELIDEs (by invitation). 


Patient : J. D. Sex: Male. Color: White. Age: 40. 

Duration : Unknown. 

History : Lesions were asymptomatic until called to the patient’s attention. The area 
now feels sore occasionally since the patient has become aware of it (the mouth 
lesions). 

The patient is a diabetic. 
Location : Mouth and glans penis. 
Description : Sharply marginated, irregular, white plaque on the undersurface of the 


tongue and floor of the mouth. The plaques are somewhat thickened but smooth 
to the touch. A faint whitish, irregular patchy discoloration is also visible on the 
surface of the tongue and a slight lacy network is seen on the anterior portion 
of the buccal mucosa. 

Several thread-like, purplish, arcuate elevations are visible on the glans 
penis. These are formed by flat, minute papules. 


DISCUSSION 
Dr. Victor H. Witten: I should like to ask a question. The area of involvement on the 


. left side was about 1 cm. in diameter and was elevated in comparison with the remainder of 


the area involved with lichen planus. I don’t remember whether a biopsy was made. If it was, 
was it made from the elevated area? I think it is important to find out if there is an anatomical 
defect covered by lichen planus, or possibly something more serious underlying the thickened 
area. 

Dr. CHarLes LERNER: I simply wish to emphasize what Dr. Witten has just mentioned : 
Irrespective of whether the diagnosis in this case is lichen planus or leucoplakia, I am strongly 
of the opinion that that particular lesion should be excised and sectionéd for histological examina- 
tion. I think the microscopic finding will be a prickle-cell epithelioma. 

Dr. Maurice J. CostELLo: When the lichen planus is beginning, when the lesion consists of 
reticulated strands of punctate lesions, the diagnosis is easy. When lichen planus of the mouth 
advances, and when it is severe, it is most difficult from the clinical point of view to differentiate 
it from leucoplakia. I agree with Dr. Witten that this patient has probably now a beginning 
epithelioma of the squamous-cell type, superimposed on a patch that looks more like leucoplakia 
than like lichen planus. 

In the last two or three years, the meetings I have attended, there have been a half dozen 
cases of lichen planus that have eventuated in prickle-cell carcinoma. 

Dr. ORLANDO Canizares: We saw this patient about four months ago at the Veterans 
Hospital, and he presented plaques in the mouth. The first impression we all had was that 
he had leucoplakia. Then we found lesions on the penis that looked like lichen planus. We thought 
it was. lichen planus. We have not seen him since until tonight, and we noticed that lesion on 
the side, definitely prominent. The white plaques are now improved. In fact, the whole lesion 
has improved without treatment, which certainly would speak against leucoplakia, also against 
lichen planus. We are going to take a biopsy of the ssiapicions lesion and report it at the next 
meeting. 4 

Dr. CHar_Les Wotr: There is just a conjecture on my part that the elevated part may be a 
ranula. I did not palpate it, so it is only a suggestion. I think there might be a calculus there, 
and, if it is easily movable and is not infiltrated, I think it probably is not carcinomatous. I 
cannot agree with Dr. Costello completely that lichen planus sometimes eventuates into 
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carcinoma. I have never seen a case of lichen planus which would turn into carcinoma in the 
mouth except if there were other factors, such as a history of excessive tobacco use, in one 
form or another. Lichen planus per se never eventuates into carcinoma. 


Dr. Maurice J. CostEtLo: To challenge that statement, I am sure Dr. Dougherty can. 
tell us about the case which he presented at one of our meetings where such a thing has 
happened. 

Dr. Joun W. DouGHErtTy: We recently presented a man 66 years old, who had had 
lichen planus of the lip for 20 years. A biopsy was made, and he then developed a painful 
ulcer in the lesion of the lichen planus, which persisted over a month. Another biopsy was 
made, and the lesion was found to be a prickle-cell carcinoma. 


Dr. CHAaRLEs S. Miter: I have been in the histopathological laboratory for over 25 years. 
I have never seen a case of carcinoma occurring in the mouth at the site of lichen planus. 

About 1938, I sent tissue to Dr. David Sattenstein from a lesion that I called a granulomatous. 
lesion of the scalp. He rendered a histological report. of prickle-cell epithelioma. I then dis- 
cussed the case with Dr. Sattenstein. He stated that, histologically, there was a wild acanthosis. 
with the formation of whorls and pearls. There was an inflammatory reaction in the sub- 
epidermic zone. 

Clinically, there were two large palm-sized raised bluish lesions, one on each side of the 
head. They had no resemblance to prickle-cell epithelioma, clinically. We took another biopsy 
specimen. Again, Dr. Sattenstein made the microscopic diagnosis of prickle-cell epithelioma. 

The final diagnosis was not made until six months later, when the patient broke out with a 
generalized eruption of typical lichen planus. We had to reach the conclusion that we had a. 
pseudoepitheliomatous hyperplasia in lichen planus. 

I would like to back up the statement of Dr. Wolf. 

Dr. Maurice J. CosteLLto: You heard of your first case tonight. 


Dr. CHARLEs S. MILLER: I question it. There are other factors producing this lesion in 
the mouth that are contributory to the epithelioma. I do not think that it is due to the presence 
of the lichen planus only. 

Dr. Apr1an NEUMANN: The erosion on the frenum linguae does not suggest ranula to: 
me, but rather granulation tissue. It also has to be differentiated from the hypertrophic form of 
lichen planus and squamous-cell epithelioma arising from leucoplakia. 

Dr. WiLBert Sacus: It is my impression that lichen planus as such never develops into. 
epithelioma, but there are two points to be remembered, One is that lichen planus of the tongue 
takes all forms of bizarre pictures. Frequently it ulcerates and becomes indurated. When a 
lesion in the mouth becomes ulcerated, indurated, and infected, you have a secondary process, 
and epithelioma can develop. I know of several cases about which Dr. Costello is talking plus 
several others that were prickle-cell epitheliomas because of the ulceration and induration and 
infection. On the other hand, I know several other cases in the mouth that were called prickle- 
cell epithelioma that were only lichen planus. 

Dr. ArtHUR B. Hyman: I would not be so presumptuous as to say that because I had 
not seen a certain state of affairs that it does not exist, but it is more or less the totality of a 
dermatologic experience that lichen planus does not develop into prickle-cell epithelioma. I 
think one should rather postulate the other point of view, that the cases supposed to be lichen 
planus eventuating in prickle-cell carcinoma were actually leucoplakia, which at times is not 
easy to distinguish from the lichen planus. 

Dr. WILBERT Sacus: I am not sure, but I think Dr. Dougherty’s case had several biopsies. 
Some of them showed typical lichen planus, and the last one did show a prickle-cell epithelioma. 


Case for Diagnosis: Porphyria, Mixed Type? Presented by Dr. BENJAMIN J. CHESTER. 

Patient : J. P., white man, age 54. 

Complaint : Scarring of the chest. 

History : The patient was perfectly well until June, 1954, when he was exposed to the 
sun and developed itching and erythema of the chest and back. This was followed 
by bullae on the chest and back and erythema and itching of the face. The 
patient does noi recall that any portion of the face was swollen. Bullae developed 
on the palms and soles shortly thereafter. The patient was hospitalized at a 
local hospital from June to August, 1954, with a diagnosis of Stevens-Johnson’s 
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syndrome. Summary of that hospitalization mentioned plaques on the tongue. The 
patient states that during hospitalization the nails of the hands and feet fell off. 
During the acute illness he lost 40 Ib., most of which he has regained. He denies 
excessive alcoholic intake. 

Description : The back, chest, and upper arms show diffuse atrophy of the skin with 
depigmentation of areas of atrophy. Telangiectasia is seen in some of the areas 
of atrophy. A retiform pattern of fine, white ridges is seen in this area. Scattered 
among the atrophic areas and at its borders are light brown, pigmented, non- 
atrophic areas, On the lower abdomen, scattered, brown, macular pigmentations 
are seen. The skin of the dorsa of the hands is erythematous. The fingernails 
are ridged. Fasciculation of the left deltoid muscle is seen. The left shoulder is 
smaller than the right, with atrophy of the left posterior deltoid fibers most 
pronounced. Objectively, muscle function is normal. In the past two weeks, two 
episodes of conjunctivitis, with periorbital erythema but no edema, have been 
observed. These have spontaneously cleared in 24 hours on each occasion. 
BP 164/100. 

Laboratory 

Data: VDRL and Mazzini negative. CBC and differential within normal limits. 
Routine urinalysis within normal limits. NPN, fasting glucose, total protein and 
AG ratio, cephalin flocculations, thymol turbidity, serum bilirubin, and cho- 
lesterol and cholesterol esters within normal limits. Tests for urinary porpho- 
bilinogen, coproporphyrin and uroporphyrin were negative twice. Twenty-four 
hour specimens for creatine and creatinine were within normal limits, on a diet 
including meat. The urine did not fluoresce or change color on exposure to 
light. Preparations from the peripheral blood for L.E. cells were negative. 

“From these sections of skin from the back, one notes an epidermis which is 
locally atrophic. The subepidermal cutis is fibrotic and contains what appears 
to be an increase of vessels which are surrounded by slight infiltration of mono- 
nuclear leucocytes, many of them plasma cells. There is also one ruptured 
vessel, around which one notes hemorrhage. Diagnosis: Fibrosis cutis, scaling.” 


DISCUSSION 


Dr. Wivsert Sacus: I would like to venture a guess that this man will finally develop 
mycosis fungoides. 

Dr. ADRIAN NEUMANN: I just wonder, was hemosiderosis considered as a differential 
diagnosis ? 

Dr. BENJAMIN J. CHESTER: We could only guess at a diagnosis of porphyria of the mixed 
type from the history of the bullous eruption occurring after a sunburn aboard ship. The lesions 
were confined mainly to the light-exposed areas. At the present time his lesions are not active 
except for the residual findings described before. Our urinary porphyrin studies were negative, 
but we were unable to get fecal porphyrin studies done. Rimington (as cited by Louis A. Brun- 
sting: Observations on Porphyria Cutanea Tarda, A. M. A. Arch. Dermat. & Syph. 70:551- 
564 [Nov.] 1954) feels that urinary excretion of porphyrins is a predominant finding when 
symptoms are present and that fecal porphyrins predominate during remissions. We will attempt 
to get fecal porphyrin studies. 

I appreciate the suggestion made by Dr. Sachs of mycosis fungoides and that of Dr. Neumann 
of hemosiderosis. — 


Herpes Zoster, Generalized. Presented by Dr. E. Lapany and Dr. P. MicHaetipes (by 
invitation). 


Patient : J. T. B. Sex: Male. Color: Negro. Age: 50. 

Duration : Three weeks, ‘ 

History : On Jan. 7, 1955, the patient developed “painful” blisters on the scalp near the 
left ear. The eruption became more extensive on. the scalp during the following 
week. About Jan. 15, the patient developed a generalized vesicular eruption 
involving the face, trunk and extremities. 
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A. M. A. ARCHIVES OF DERMATOLOGY 


The patient is a known case of chronic lymphatic leukemia, treated in the past 
with radioactive phosphorus and irradiation of the spleen .The course of the 
leukemia has been fairly benign in the last few years although the diagnosis was 
first established in 1946. 


Location : Scalp about the left ear extending to the midline posteriorly and discrete 
lesions generalized to the face, trunk and extremities. 
Description : At present only residual scarring is visible. At the height of the eruption 


there were groups of pinhead-sized vesicles on an erythematous, indurated 
base involving the left occipital scalp above and behind the ear to the midline 
with extension to the side of the neck below the ear (6-2 zone). In addition 
there were many discrete, isolated vesicles surrounded by a red areola scattered 
over the face, trunk, and extremities. 
Laboratory é 
Data: WBC 129,000 with 99% lymphocytes. RBC 3,980,000. Hemoglobin 11.8 gm. 
per 100 cc. Urinalysis 24+- albumin. VDRL negative. 


DISCUSSION 


Dr. Maurice J. Costetto: I don’t think this is herpes zoster varicelliformis. The evi- 
dence in varicelliform lésions occurs within the first two days, and they last a short time. This 
case looks like two things, combined leukemid and true leukemic infiltration of the skin, resem- 
bling, I will admit, herpes zoster varicelliformis or generalized herpes simplex. (The latter, 
however, is always associated with severe systemic reaction including pyrexia.) I think that is 
the diagnosis. 

Dr. CHARLES WotF: We know that the leukemias can be great imitators of various dis- 
eases of the skin. Herpes zoster may be a manifestation of leukemia. This patient may have had 
herpes zoster as a manifestation of leukemia and the lesions that he has today, the residual 
lesions, are manifestations of leukemia, either true or a leukemid. 

Dr. Paut Gross: There is no vital difference of opinion here since the patient apparently 
developed a herpes zoster which may have later on become the site of leukemic infiltration. Of 
course it’ will have to be demonstrated by histopathologic findings. Several years ago Dr. 
Hopkins presented a case before this Section in whom a lymphoblastoma developed in the 
course of and at the site of the herpes zoster. 

Dr. Maurice J. CostELto: It is well known that patients with lymphoblastoma develop 
herpes zoster but usually of the gangrenous extensive type. Also I have seen patients with herpes 
zoster varioliformis where the iesions look like variola. The most important point here is that 
these lesions occurred six days to a week after his zoster, which is most unusual. That just does 
not happen. They usually occur at the time or within 48 hours and not later. This man, if he 
were to develop infiltrations of the skin due to leukemia, would have developed them in the 
lesions of herpes zoster. I have seen that. Why should the herpes zoster lesions themselves 
undergo involution and develop this type of varicelliform eruption? That would be most 
unusual, I have seen frequently enough in the zosteriform areas infiltrations of leukemia, but 
not in this patient. 

Dr. ORLANDO CanizaREs: I think the whole confusion comes from the fact that we should 
have been a little clearer in the diagnosis in calling it herpes zoster and in explaining the whole 
factor about the leukemia. I agree with what Dr. Gross has said. 

About three years ago with Dr. Hopkins we saw a similar case. In a patient with herpes 
zoster, after the vesicles healed, infiltrations appeared at the site of the lesions, which were 
proved to be leukemia. We have not been able to perform a biopsy in this patient as yet, but we 
feel confident that the infiltrations which he presents today are leukemia. 

Dr. CHARLES WotF: Years ago when I had occasion to treat a great number of cases of 
leukemia with radiotherapy, these patients developed herpes zoster in one part of the body or 
another very frequently. It went through the multiform picture: First herpetic, it went to the 
papular form, and then became very pruritic. This man has a pruritic eruption. The erosions 
on his face are the result of scratching. Leukemia is a disease where multiform lesions occur, 
from the erythema multiforme type eruption to urticarial and pemphigoid lesions. 


Neurofibromatosis. Presented by Dr. E. Lapany and Dr, H. SHatin (by invitation). 
Folliculitis Keloidalis. (Extension to Side of Sealp). Presented by Dr. O. CANIZARES. 
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Case for Diagnosis: Basal-Cell Epithelioma Associated with Disseminated Intraepidermal Epithelioma? Pre- 
sented by Dr. FREDERICK REIss. 
Folliculitis Keloidalis. Presented by Dr. O. CANIZARES. 


Pemphigus (?) Associated with Adenocarcinoma of Rectum. Presented by Dr. O. CANizaRES and Dr. P. 
MICHAELIDEs (by invitation). 


Sarcoidosis: Mikulicz Syndrome. Presented by Dr. O. CANIZARES. 

Sickle-Cell Ulcer. Presented by Dr. O. CaNizaREs and Dr. H. SHATIN (by invitation). 

Case for Diagnosis: Porphyria, Mixed Type? Presented by Dr. BENJAMIN J. CHESTER. 

Secondary Syphilis (Age 31). Presented by Dr. BENJAMIN J. CHESTER. 

Secondary Syphilis (Age 45). Presented by Dr. BENJAMIN J. CHESTER. 

Aecrosclerosis. Presented by Dr. E. Lapany. 

Mycosis Fungoides. Presented by Dr. E. Lapany. 

Scleroderma. Presented by Dr. E. LapDANY and Dr. H. SHATIN (by invitation). 

Juxta-Articular Nodes—Rheumatoid Arthritis and Late Latent Syphilis. Presented by Dr. DaBNEY MOoon- 
ADAMs. 

Keratosis Follicularis (Darier’s Disease). Presented by Dr. DABNEY MOoNn-ADAMS. 

Leprosy, Tuberculoid. Presented by Dr. DABNEY MOooNn-ADAMs for Dr. BENJAMIN SCHWIMMER. 

Leprosy, Lepromatous Type. Presented by Dr. DABNEY MOON-ADAMS. 

Case for Diagnosis: Lupus Erythematosus? Lymphocytic Infiltration? Presented by Dr. JessE A. TOLMACH. 


Case for Diagnosis: 1. Subcutaneous Sarcoid? 2. Foreign Body Granuloma? Presented by Dr. JEssE A. 
TOLMACH. 


Case for Diagnosis: Follicular Lichen Planus (Zosteriform)? Presented by Dr. JessE A. TOLMACH. 


PHILADELPHIA DERMATOLOGICAL SOCIETY 


Henry B. Decker, M.D., Chairman 


Lewis M. Johnson, M.D., Secretary 
April 15, 1955 


Thyrotoxic Pretibial Circumscribed Myxedema. Presented by Dr. MEYER L. NIEDELMAN, 
Dr. ApoteH BLEtER, and (by invitation) Dr. P. MuRGUEYTIO. 


M. K., a white woman aged 49, presented an elevated, erythematous, spongy area on the 
outer surface of the right leg with swelling and surrounding edema. There were a few shiny 
papules on the surface and a few purpuric areas. About five years ago she developed a severe 
sunburn with blistering on the lower part of the right leg. The area remained erythematous and 
sensitive and has assumed its present state. 


The patient has hypertension, diabetes mellitus, and is obese, with marked postural edema. 
Her blood pressure is 200/100. 

Her fasting blood sugar on Jan. 10, 1955, was 280 mg. per 100 cc.; her basal metabolic rate 
was +23. Routine blood count was within normal limits; the blood cholesterol was 200 mg. per 
100 cc. The serologic tests for syphilis were negative. 

The report on the biopsy specimens from the right leg was as follows: “These sections 
showed tremendous edema and the collagen was loosely arranged throughout the upper cutis. 
Within this area were some spindle and stellate cells. There were numerous dilated blood vessels 
present. These vessels showed telangiectasia. The epidermis showed no important findings. 
Diagnosis: Myxedema.” 


Thyrotoxic Circumscribed Pretibial Myxedema. Presented by Dr. MEYER L. NIEDELMAN. 


C. C., a white man aged 42, presented on the pretibial surface of both legs hard plaques and 
nodules of varying shapes and sizes, pink, brown, yellowish, and white, with a translucent sur- 
face. Some had a cartilaginous consistency. There were no inflammatory signs and no _sub- 
jective symptoms. When a lesion was cut, mucilaginous, tenacious serum exuded. The lesions 
did not pit on pressure. 


At the age of 38 years the patient developed an exophthalmic goiter. This was accompanied by 
loss of weight and inanition. He complained of edema of the ankles, hands, and eyelids, palpita- 
tion, tremors of the outstretched hands and tongue, a very moist skin, and an eruption on his 
lower legs. His pulse was 120 a minute and the basal metabolic rate was +29%. After two 
menths’ treatment with propylthiouracil and iodine, a thyroidectomy was performed. Histologic 
examination of the gland showed a diffuse toxic thyroid. 


The patient’s blood pressure at time of presentation was 145/70, his pulse 78. 















A. M. A. ARCHIVES OF DERMATOLOGY 


The complete blood count was within normal limits. Urea nitrogen, sugar, prothrombin 
time, and urinalyses were all within normal limits. The basal metabolic rate was -+-12. 

The report on the biopsy specimen from the left tibial region’ was as follows: “Throughout 
the cutis was pronounced edema and the presence of spindle-shaped and stellate cells. There were 
many dilated blood vessels present and practically no inflammatory reaction. For the most part 
the overlying epidermis was thin and flattened. Diagnosis: Myxedema.” 

The patient has been treated with hydrocortisone acetate tablets, 100 mg. a day for 20 days, 
with no effect; hydrocortisone acetate ointment, 2.5% locally, with no effect; thyroid extract, 
65 mg. three times a day, with no effect. 


DISCUSSION ON TWO PRECEDING CASES 


Dr. Meyer L. NiEpDELMAN: It is rather unusual to see two patients with thyrotoxic pre- 
tibial circumscribed myxedema at one meeting. The pretibial area is probably the commonest 
site, yet it can occur on the scalp, face, forearms, hands, fingers, and scrotum. A few cases have 
been reported in hypothyroid conditions, yet localized myxedema and exophthalmic goiter are 
usually seen together. Drugs such as thiouricil and propylthiouricil, or surgical removal of the 
gland, does not necessarily stop the progress of the condition. The responsible factor is the 
thyroid-stimulating hormone “TSH” secreted by the anterior lobe of the pituitary, which can 
be increased either by drugs or by surgery. The male patient has a typical history, i.e., thyro- 
toxic exophthalmic goiter and a thyroidectomy. The female patient has had no surgery, although 
her basal metabolism test is high. I am going to institute a new method of treatment, acetazole- 
amide (Diamox), a nonmercurial diuretic. This drug: has been used by ophthalmologists in the 
treatment of oxophthalmic goiter. The dose is 0.25 gm. table:s b. i. d. 

Dr. Atspert M. Kricman: We should not regard this woman as an uncontested case of 
localized myxedema. She does not have clinical hyperthyroidism and certainly I would not 
regard her basal metabolic rate as high. She is an obese woman with degenerative collagenous 
changes in her legs, changes which are not remarkable in such a person, and I fail to see how 
we can agree that this is thyrotropic myxedema, 

Dr. Donatp N. TscHan: As far as the diagnosis of myxedema is concerned, if you accept 
the diagnosis in the man, you should accept this in the woman as myxedema of the skin, because 
the slides are practically identical. The criteria for the diagnosis of myxedema of the skin are 
present in the slide of the woman. She has tremendous diffuse edema, a degeneration of the 
fibers and bluish staining of the fibers which is not a manifestation of stasis. 

Dr. IsapoRE ZUGERMAN: Pretibial myxedema is a paradox. This as well as the exoph- 
thalmos is not due to thyrotoxicosis but to a thyroid-stimulating hormone from the pituitary. 

Dr. ALBERT J. KrigMan: Perhaps myxedema is the correct pathologic diagnosis, but I am 
referring to myxedema which is a clinical entity having to do with an excess of the pituitary 
source of the thyroid hormone. Maybe that is the difficulty, that the same pathologic picture 
can be induced in different ways. 

Dr. MEYER L. NreEDELMAN: Histologically the slides in the two cases are similar. They both 
agree with the description of myxedema. The female patient is now developing typical lesions, 
and I would venture to say that in two or three months they will resemble those of the man. 
The lesions of the man are bilateral, while on the woman they are unilateral. This is unusual, 
and it is too early to say whether or not she will develop bilateral lesions. She has had two 
BMR tests, one +23 and the other +35. Therefore, I believe she is definitely hyperthyroid. 


Case for Diagnosis and Therapeutic Suggestions. Presented by Dr. HERMAN M. Panzer. 


A. P., a white man aged 38, presented a hyperpigmented, macular eruption most prominent 
in the temporal regions of the forehead and passing down in a linear fashion along the sides of 
the face and neck. In certain regions, especially the temple region, the eruption assumed a 
reticulated appearance. The eruption had remained stationary for the past three to four weeks 
under my observation. The onset had been three months previously. It was asymptomatic. There 
had been no previous dermatological condition in these areas before the present eruption. The 
patient never uses perfumes, after-shave lotion, face powder, sprays, etc. He used petrolatum 
only once on the scalp and uses Williams shaving soap. He is employed as a bartender and in his 
spare time works around race horses. The patient stated that “prior to appearance of the present 
eruption they had gotten in a new load of hay” which he believes caused his present eruption. 
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The patient’s general health is good. He had multiple furuncles in 1953. He has an aunt with 
diabetes. 

The patient has had a weight gain of 14 lb. during the past few months, attributed to over- 
eating. 

The complete blood count was within normal limits, the urine negative except for a faint trace 
of albumin. The serologic tests for syphilis were nonreactive. The fasting blood sugar was 138 
‘mg. per 100 cc. of blood. The two-hour p. c. blood sugar was 133 mg. per 100 cc. of blood. 


The report on the biopsy specimen was “junction nevus—no malignancy.” 


DISCUSSION 


Dr. Perry Sacus: This is not a junction nevus. I have never seen so extensive an eruption 
with the diagnosis of junction nevus. Microscopically there are small nests of nevus cells in 
‘the lower epidermis. I cannot explain the clinical picture with the pathology, unless there is 
some underlying or systemic involvement of nevocarcinoma to give rise to this. I have seen that 
‘in a young woman who had ovarian involvement, and she developed scattered lesions all over 
her body and pigmentations that were not carcinomas but junction nevi. So that is the only 
explanation I can think of. 

Dr. HERMAN M. PAnzER: He is running an elevated blood sugar, but not elevated too much. 
An aunt of his has diabetes, and his mother and father died of carcinoma. He has had weight 
gain instead of weight loss. I think we are going to have to look elsewhere for the cause of this 
‘bizarre pigmentation. If there is absence of internal derangement, would anybody suggest 
Benoquin in this type of case? 


Nummular Eczematoid Dermatitis: Hypercholesteremia. Presented by Dr. Lewis M. JoHNsON, Lancaster. 

Mycosis Fungoides—Tumor Stage. Presented by Dr. HERMAN M. PANZER. 

‘Superficial Toxic Vasculitis. Presented by Dr. MEYER L. NIEDELMAN and Dr. Perry Sacns and (by 
invitation) Dr. PAUL MURGUEYTIO. . 

Alopecia Cicatrisata (Pseudopelade of Brocq); Psoriasis (Mild). Presented by Dr. Louis D. HOFFsTEIN. 

‘Cheilitis. Presented by Dr. HENRY H. PERLMAN. 

‘Epidermodysplasia Verruciformis. Presented by Dr. HENRY H. PERLMAN and Dr. Perry SACHs. 


“Granuloma Annulare. Presented by Dr. HENRY H. PERLMAN. 


Bowen’s Disease (with History of Arsenic Ingestion). Presented by Capt. C. DuDLEY BELL. 

Intraepidermic Epithelial Nevus. Presented by Dr. HENry H. PERLMAN. 

Acneform Response in Nineteen-Month-Old Child, Cause Undetermined. Dr. JoHn P. Scutty, Reading. 

Acute Sycosis Barbae (Probable T. Mentagrophytes) and Chronic Tinea Corporis. Presented by Dr. JOHN 
P. Scutty. 

Pemphigus Vulgaris—Pemphigus Vegetans. Presented by REUBEN FRIEDMAN and Dr. Louis D. HOFFsTEIN. 

‘Case for Diagnosis. Presented by Dr. H. H. PERLMAN and Dr. Perry SACHs. 

Ichthyosis Vulgaris. Presented by Dr. HENRY H. PERLMAN. 

Lichen Planus with Bullous Lesions. Presented by Dr. MEYER L. NIEDELMAN. 

Dermatitis Herpetiformis. Presented by Dr. HERMAN M. PANZER. 

Linear Scleroderma. Presented by Dr. HENRY H. PERLMAN. 

Morphea (Scleroderma). Presented by Dr. HENRY H. PERLMAN and Dr. STEPHEN T. WHELAN. 


RHODE ISLAND DERMATOLOGICAL SOCIETY 


Vincent J. Ryan, M.D., President 


Arthur B. Kern, M.D., Secretary 
Jan, 24, 1955 


Dermatofibroma Protuberans (Darier-Ferrand). Presented by Dr. FRANCESCO RONCHESE, 
Providence, and Dr. Bencet L. Scuirr, Pawtucket. 


A 46-year-old white man was first.seen in August, 1954, because of a dusky red, well- 
Marginated tumor mass measuring 9X11 cm. on the right scapular area (Figure). Its upper 
pole showed a superimposed mass of the same color. The borders surrounding the lesion were 
firm and studded with nodules, while the center of the tumor was soft. Numerous dilated veins 
crisscrossed the entire tumor, converging toward its center. The mass was movable over the 
deeper tissues. There was no pain on palpation, and no ulceration was present. The remainder 
of the physical examination was essentially negative. 


89 





A. M. A. ARCHIVES OF DERMATOLOGY 


The patient stated that the tumor had first appeared five years before. It began as a small 
erythematous plaque, which increased in size for about one year, finally attaining its present 
dimensions. He experienced no pain, but stated that the tumor occasionally bled after accidental 
trauma. 

A biopsy was performed at the time of his first visit and was reported as a variant of 
fibrosarcoma. A second biopsy in October, 1954, was reported as neurofibroma. A third biopsy 
two months later was reported as dermatofibroma protuberans. 


DISCUSSION 


Dr. Francesco RONCHESE, Providence: This disease represents another example of the 
vagueness of dermatologic terminology. Sarcoma is part of the title as generally used (dermato- 
fibrosarcoma protuberans), but the tumor is just as sarcomatous as it is in Kaposi’s sarcoma. 
“Protuberans,” which means protruding, has been added to its name. However, any tumor is 
“protuberans,” otherwise it would not be a tumor. Instead, I would like to call it “tuberous,” 
from tuber, a potato, a carrot, an onion, because these tumors really resemble bunches of 
tuberous roots. 


Dermatofibroma protuberans. Large tumor of the right scapular area: 


Since the name Kaposi’s sarcoma has been retained, although the exact nature and nosologic 
position of the disease is still uncertain, I am in favor of keeping the name dermatofibroma 
protuberans of Darier and Ferrand for the condition under discussion. 

Dr. ArtHUR B. Kern, Providence: Dr. Ronchese has compared dermatofibroma pro- 
tuberans with Kaposi’s sarcoma in relation to the nomenclature. Another parallel may be drawn 
between these two disorders in that histologically each may show a variety of pictures. Kaposi’s 
sarcoma may histologically appear as. hemangioma, lymphangioma, fibroma, fibrosarcoma, or 
angiosarcoma. Dermatofibroma protuberans, similarly, may look like a neurofibroma, fibroma, 
or fibrosarcoma. In each instance, therefore, diagnosis must be based primarily upon the 
clinical rather than the histologic features. 

Dr. Bencet L. Scuirr, Pawtucket: This condition was first described as an entity by 
Darier and Ferrand in 1924 (Dermatofibromes progressifs et récidivants ou fibrosarcomes de la 
peau, Ann. dermat. et syph. §:545-570, 1924). In this country it was first described by Senear 
(Progressive and Recurrent Dermatofibrosarcoma [Dermatofibrosarcoma Protuberans], Arch. 
Dermat. & Syph. 17:821-832 [June] 1928). They both considered the tumor to be benign and 
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one that can occur on any part of the body, not only in the abdominal area as formerly believed, 
although no.cases on the palms or soles have ever been reported. The pathogenesis of the disease 
is unknown; however, there are reports, without proof, that the lesion originates in nerve tissue. 
The diagnosis of this tumor is readily made on clinical characteristics, rather than on a 
histological basis. Allen (The Skin, St. Louis, The C. V. Mosby Co., 1954) states that the 
histology may be indistinguishable from ordinary sclerosing hemangioma, and he believes that 
the tumor is histogenetically related to it, a theory to which I subscribe. The treatment of choice 
is wide surgical excision. I do not believe that solid carbon dioxide treatment, as has been advised 
by some, would be adequate. There is mention in the literature of distant metastasis originating 
from dermatofibroma protuberans, but, as far as I could ascertain, there was no autopsy proof. 
As recent as 1951, Pack and Tabah (Dermatofibrosarcoma Protuberans. Report of 39 Cases, 
A. M. A. Arch. Surg. 62:391-411, 1951) reported 39 cases and found no distant metastases. 


ADDENDUM 

On May 5, 1955, the tumor was surgically excised, and tissue specimens taken from various 
parts were examined microscopically. Those removed from the center of the lesion were 
reported to show the structure of a neurofibroma; those taken from the periphery of the 
tumor were reported as dermatofibroma protuberans. 
Lymphocytoma Cutis. Presented by Dr. ArTHUR B. KERN, Providence. 
Case for Diagnosis (Pemphigus, Dermatitis Herpetiformis, Dermatitis Medicamentosa). Presented by Dr. 

MALcoLM A. WINKLER, Providence. 
Case for Diagnosis (Mycosis Fungoides, Leukemia Cutis). Presented by Dr. FRANCESCO RONCHESE, Providence. 


Atopic Eczema with Alopecia. Presented by Dr. BENcEL L. ScuiFF, Pawtucket. 
Case for Diagnosis (Nevus, Sebaceous Cyst). Presented by Dr. VINCENT J. RYAN, Providence. 


Vincent J. Ryan, M.D., President 


Arthur B. Kern, M.D., Secretary 
April 25, 1955 


Case for Diagnosis (Lupus Vulgaris, Lymphoma). Presented by Dr. Vincent J. Ryan, 
Providence. 


The patient is a 58-year-old woman, whom I first saw in 1949 because of a salmon-colored 
cystic lesion of the forehead. X-ray therapy was given, and the lesion cleared readily. Four years 
later new lesions appeared on the neck, face, and right frontal region. A biopsy was done on a 





Case for diagnosis. Photograph showing the tumors of the forehead and right eyebrow region. 
Note the enlargement of the right ear- lobe. 


mass in the right side of the neck by her family physiciar,and was reported as chronic infiltration. 
I first saw her at that time, and she presented a picture similar to what she now shows (Figure). 
The right eyebrow region, forehead, and right cheek showed erythematous nodules. There was 
erythema and enlargement of the right ear lobe, and masses were present in the neck. I recom- 
mended that another biopsy be done by the referring physician. Unfortunately the biopsy specimen 
was taken from the center of the lesion rather than the active border and was again reported 
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as chronic dermatitis: Her chest x-ray, Wassermann, and all other blood work were reported 
as normal. 

This patient needs further study, but she is presented for diagnosis and suggestions concerning. 
therapy. 

DISCUSSION 

Dr. BENcEL L. Scuirr, Pawtucket: I would be inclined to make the diagnosis of lymphoma. 

Dr. Francesco RONCHESE, Providence: I, too, believe that this patient presents a lymphoma. 
As a therapeutic test I would recommend treating the ear lobe by x-ray therapy to see if involu- 
tion would be induced. 

_Dr. ArTHUR B. Kern, Providence: I believe that we are all trying, in this case, to decide 
whether we are dealing with a tuberculous or a neoplastic process. Involvement of the ear lobe 
would be consistent with both. The thing that struck me was the mass of relatively hard glands 
in the neck, with no suggestion of breakdown, and this suggested lymphoma rather than lupus 
vulgaris. 

I agree that what is required at the present time is additional biopsies of the glands and also- 
of the lesions of the face in order to establish the diagnosis. 

Dr. WiILL1AM B. CoHEN, Providence: Isn’t the patient a little too old for the onset of lupus 
vulgaris? 





: ge Dermatitis in a child. Photograph shows the edematous lesions of the butterfly area 
ot the face. : 


Dr. Barbara VEIT (by invitation), Newport: Has a tuberculin test been done? 

Dr. Cart S. Sawyer, Providence: The nodules were suggestive of lupus vulgaris, but the 
edema of the lids and of the areas of the face not involved by the cutaneous reaction favors the 
diagnosis of lymphoma. 

Dr. Matcotm A. WINKLER, Providence: I believe that we are dealing with a malignant 
lymphoma. Some time ago I presented a patient with lesions almost identical with those shown 
by the patient under discussion. At first the eruption was suggestive of an actinic dermatitis, later 
of mycosis fungoides. She subsequently developed enlargement of the lymph glands. She has 
been receiving x-ray therapy, and, although some lesions are still present, she is living and 
well. We use the word “malignant” in such cases, but the patients may live for many years 
with it. 

ADDENDUM 

It was reported that the patient subsequently left this city and that later biopsies elsewhere: 

showed the tumors to be lymphoma. 


Solar Dermatitis in a Child. Presented by Dr. ArtHUR B. Kern, Providence. 


The patient, 5 years of age, first developed a red area on the right side of the nose in January, 
1955. This was followed by the development of other lesions over the nose, on the cheeks and 
forehead. Occasional blisters have appeared, these going on to crusting. The child’s mother 
noted that the lesions would get very red, irritated-looking, and swollen after he had been out in 
the sun. Recently he remained indoors for about one week because of illness, and during this. 
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time the skin almost returned to normal. Examination revealed several sharply demarcated 
areas of erythema and edema, with central whitening on the nose, cheeks, and forehead and one 
crusted region on the nose (Figure). He had been using a sun-screen ointment during the four 
days prior to this meeting. 

DISCUSSION 

Dr. Matcotm A. WINKLER, Providence: I believe that what we have to consider here as an 
alternative diagnosis is lupus erythmatosus with sunlight acting as the aggravating factor. 

Dr. Cart D. Sawyer, Providence: I would agree with Dr. Winkler’s comment. If this were 
purely a solar dermatitis I would expect to see the lesions more diffuse and evenly spread over 
the prominent areas of the face rather than a patch here and a patch there. 

Dr. VincENT J. RYAN, Providence: Had the child been ill in any way or taken any medica- 
tion prior to the onset of the eruption? 

Dr. Cart S. Sawyer, Providence: Had any sensitizing agents been used on the skin prior 
to the onset? 

Dr. ArtHuR B. Kern, Providence: No medications or sensitizing agents had been used 
prior to the onset. 

Dr. BenceL’ L. Scuirr, Pawtucket: I agree with the diagnosis as presented and do not 
believe that we are dealing with lupus erythematosus. I would suggest that the child use a 10% 
p-amino benzoic acid ointment as a sun screen. 

Dr. Francesco RONCHESE, Providence: Can Dr. Kern tell us what sun-screening agent has 
been used by this patient? 

Dr. ArTHUR B. KERN, Providence: When I saw this youngster there were three diagnoses 
that I considered. It was my opinion that we were probably dealing with a solar sensitivity. 
Discoid lupus erythematosus was considered, but the absence of the characteristic scale and 
atrophy made this not too likely in my mind. The third diagnosis considered was erythema 
streptogenes. 

The child had been using Neo-A-Fil ointment, which is a sun-screening cream containing 
3% digalloyl trioleate. This preparation is reported to completely block all radiation between 
2900 and 3150 A. 

Would it be considered advisable at this time to start the child on chloroquine? 

Dr. Vincent J. Ryan, Providence: Has anyone used chloroquine on a child of this age? 

Dr. Bencet L. Scuirr, Pawtucket: I am sure that it has been used on youngsters with 
malaria and that a child will probably tolerate it just as well as an adult. 

Dr. ArtHuR B. Kern, Providence: I plan to have the child continue using the sun screen 
for a while. If there is no response, then chloroquine will be started. 


ADDENDUM 

Two months later the child’s mother called to say that he subsequently developed similar 
lesions on the V-area of the neck and chest, the hands, and forearms. She further stated that 
Skolex cream had been ineffective, but that a thick cod liver oil ointment had appeared to help 
more in preventing the development of lesions. 
Lichen Sclerosis et Atrophicus. Presented by Dr. VINCENT J. RYAN, Providence. 
Scleroderma, Generalized. Presented by Dr. MALCOLM A. WINKLER, Providence. 
Herpes Zoster. Presented by Dr. Vincent J. RYAN, Providence. 


Psoriasis Limited to Palms and Soles. Presented by Dr. Vincent J. RYAN, Providence. 
Pachyonychia Congenita with Keratoderma Plantaris. Presented by Dr. ArtHUR B. KERN, Providence. 


SAN FRANCISCO DERMATOLOGICAL SOCIETY 
Max E. Krause, M.D., President 
Raymond Allington, M.D., Secretary 
Feb. 18, 1955 , 
Generalized Scleroderma. Presented by Dr. Evetyn WALLAcE, Monterey. 


¥. L, a 30-year-old Japanese-American woman, became pregnant fer the fourth time in 
December, 1952. Her general physical examination at that time was ‘essentially normal. In 
March, 1953, at one of her regular prenatal visits, it was noted that she had lost 7 Ib. in weight, 
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and she complained of having had an attack of what she felt was “flu,” which was characterized 
by fever, general malaise, loss of appetite, and the appearance of a firmness in texture of the 
skin on the dorsum of her hands and the medial surface of her forearms. A biopsy specimen 
taken at this time showed changes suggestive of scleroderma. On June 18, 1952, she was 
delivered spontaneously of a premature baby girl weighing 3 lb., 4 oz., who did quite well. After 
delivery she had increased difficulty getting about and became unable to arise from a recumbert 
position. The scleroderma seemed to gradually increase. She was seen at the University of Iowa 
and at the Mayo Clinic. At the Mayo Clinic a diagnosis. of “moderately advanced scleroderma 
of the acrosclerotic type without pronounced Raynaud’s phenomena” was made. In August and 
September, 1953, she was given cortisone, 100 to 150 mg. daily, without change. At the 
Mayo Clinic it was suggested that she be given Artane. This was given for a very short time 
only. She was also instructed in physical therapy. Her condition apparently remained about the 
same until July, 1954, when she decided to move to California to avoid the cold winters. On her 
way to California she was seen by Dr. Alex Campbell in Seattle, Wash., and had a complete 
physical examination without positive findings other than the scleroderma. Fluoroscopy of the 
esophagus showed the typical changes of scleroderma. In July, 1954, she was started on Pabalate, 
containing 0.3 gm. of sodium paraaminobenzoate four times a day. She has been on this medica- 
tion since this time. 

I first saw the patient on Aug. 27, 1954, at which time large areas of her cutaneous surface 
showed induration, pigmentation, and atrophy. These changes were much more marked on the 
distal portions, especially on the upper extremities. The fingers were more or less fixed in a 
semiflexed position and showed one or two ulcerations over the middle phalangeal joints. The 
patient was unable to rise from a sitting position without assistance and had considerable 
difficulty in negotiating steps. She was, however, able to do almost all of her housework and 
take care of her three older children. 

Since August she has been taking Pabalate as stated, and her condition has not changed a 
great deal either for the better or for the worse. 2 

A biopsy specimen taken on Feb. 5, 1955, showed the changes of scleroderma. 

She is presented for general interest and for your opinion concerning the efficacy of para- 
aminobenzoate in this condition and for other suggestions for treatment. 


DISCUSSION 


Dr. GeorGE THomMas LENAHAN: For the past eight months I have been treating a woman 
with generalized scleroderma of the acrosclerotic type. I have been using the treatment recom- 
mended by Dr. Paul O’Leary—papaverine and neostigmine by mouth and a daily injection of 
neostigmine, 1 cc. of a 1: 2000 dilution. Under this. regimen, combined with massage, her condition 
improved for a while and then remained stationary. Recently, she had a cerebrovasculat accident 
due to marked hypertension. I believe the neostigmine may have contributed to this hypertension. 
Artane was tried on this woman without any apparent benefits. Hydrocortisone had been given 
before she came under my care and the scleroderma had progressed. I am at a loss to explain the 
rationale for Pabalate. It is used in rheumatoid arthritis with the view of maintaining higher 
blood levels of the salicylates. 

Dr. Kemp H. Dowpy: I would like to report on the successful use of cortisone in a woman 
with generalized scleroderma involving the face, chest, and upper extremities. Two and one-half 
years ago, she was hospitalized and started on 500 mg. of cortisone, which was gradually tapered 
down to 50 mg. a day. It required three weeks of high dosage to initiate improvement, and she 
remained on maintenance doses for over one year. Her improvement continued, and when I saw 
her the other day, she was apparently well except for some residual pigmentation. 

Dr. Paut M. Crosstanp, Santa Rosa: I think we should approach the treatment of 
generalized scleroderma with steroids cautiously. Any resultant improvement is temporary. 
Discontinuation of the drug: leaves the patient in the same or in a worse condition than before. 
Serious complications can arise. Several deaths due to steroid therapy of scleroderma have been 
reported. 

Dr. Ervin Epstein, Oakland: I have one patient under observation with generalized 
scleroderma associated with esophageal and cardiac involvement who has been taking 75 mg. of 
cortisone a day for two years. without the occurrence of complications. The process has not 
improved but it has remained stationary. 
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Dr. Krause asked if this woman had acrosclerosis or scleroderma. Whether you call this 
scleroderma or acrosclerosis is a matter of definition. I classify these cases as a generalized 
scleroderma. My concept of acrosclerosis is sclerodactylia with wrinkling of the face and 
limitation of motion of the mouth. 


Dr. Mertin T. Maynarp, San Jose: Sometimes I feel that physicians are becoming the 
handmaidens of the drug houses. They present us with new drugs which we use on a series of 
cases and then write a paper and that establishes a new form of therapy. I believe we would do 
well to review our older therapies and use those remedies which frequently served us quite 
well. Specifically, I am referring now to calciferol, which I use in scleroderma along with a 
low-calcium diet. I believe my patients do as well as those treated with cortisone. The results in 
generalized scleroderma are, of course, not as good as in morphea. Calciferol must be used for 
a long time, at least one or two years. 


Dr. EvEtyn WALLAcE, Monterey: It is very difficult for me to tell whether this patient has 
actually improved on her medication inasmuch as I didn’t see her before it was started. However, 
I am at least sure that she is not any worse than when I first saw her. She might be a little 
bit improved. I have a picture taken of her at the University of Iowa near the onset of the 
disease and I can’t see much difference in the Kodachrome and in her present condition. So I 
would say that probably her condition hasn’t changed a great deal after the first few months of 
her disease. 


Tuberculous Chancre (Primary Tuberculous Complex). Presented by Dr. Paut Fasat, 
San Rafael. 


A. B., a 5-year-old girl, has always been in good health. During a routine examination in 
May, 1954, she had a negative tuberculin patch test. In November, 1954, a small “pimple” 
appeared on the lateral aspect of her left elbow. Cultures for fungi were negative. It was regarded 
as a pyoderm and treated with penicillin injections and various antibiotics locally. Despite this 
therapy it gradually increased in size. 

When first seen by me on Jan. 18, 1955, this child presented a reddish brown, indurated 
plaque on the lateral aspect of her left elbow with a small central ulceration. From this plaque, 
a cord could be palpated leading to a rather firm, sharply circumscribed lymph node. 

The tuberculin patch test was strongly positive. A microscopic section is presented which 
shows a tuberculoid granuloma with epithelioid cells and caseation. There are occasional 
Langhans’ giant cells and in the acid-fast stain, I believe we can still find a few tubercle bacilli. 

Roentgenograms of the elbow and chest showed no pathclogy. No evidence of tuberculosis 
could be found when the family members were examined. 

The white blood cell count was 10,900, with a normal differential. The corrected erythro- 
cyte sedimentation rate was 28 mm. 

During the last few weeks the ulceration has healed and tonight there is only a moderately 


’ infiltrated plaque. 


DISCUSSION 


Dr. Hersert L, Joseru, Vallejo: I have under observation a 3-year-old girl with a tuber- 
culous chancre over the angle of the jaw. She had been seen by a pediatrician, who had done 
tests with old tuberculin which were negative. I did a first strength test with PPD (purified 
protein, derivative), which was negative. The second strength PPD test was positive. I had this 
patient see a tuberculosis specialist. It appears that tuberculin sensitivity will vary from time 
to time in the same patient during the development of sensitivity. It will also vary with the type 
of tuberculin used. These patients should be tested in serial dilutions with both PPD and old 
tuberculin. Even with the same tuberculin at different times these youngsters may have varying 
degrees of sensitivity. 

I certainly agree that all treatment should be withheld. The patient should be allowed time 
for her own natural defense mechanisms to heal the primary lesion. 

Dr. Paut Fasat, San Rafael: These cases are quite rare but I feel this is a classical case as 
it fulfills all the requirements for a primary tuberculous chancre except the discovery of the 
contact. Fortunately, the negative results of the tuberculin test of a few months ago was of great 
help in establishing the diagnosis. 

I was hoping some of you might discuss therapy. I will tell you what I intend to do—nothing ! 
This child so far shows great improvement without therapy. As you know, this is analogous to 
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the primary tubercle of the lung, which usually heals by itself. Only in case this lesion should 
not continue to improve would I consider chemotherapy. 

Dr. Max Krause, Oakland: I would like to ask if you believe the tuberculin test might 
become negative if you used chemotherapy to clear this lesion. I ask this question because Dr. 
Trimble, a tuberculosis specialist, stated recently that some of the specialists believed that in 
early tuberculosis, where the tuberculin test had only recently become positive, that chemo- 
therapy sometimes causes a reversal of the tuberculin test. 

Dr. Paut Fasat, San Rafael: I have had no experience with such a phenomenon. Offhand, 
I would have thought the tuberculin test in this child would have remained positive for all of her 
life. I would like to point out that only a few acid-fast bacilli were present in the microscopic 
section. In the early chancre there is a nonspecific inflammation with numerous bacilli, but as 
immunity develops in the epithelioid cells and the tuberculin test becomes positive the bacilli 
gradually disappear. 





















Melanocarcinoma, Melanotic Freckle. Presented by Dr. Kemp H. Dowpy. 


Mrs. V. F., an 85-year-old white woman, was seen one week ago presenting an indurated 
nodule in the center of the large pigmented lesion of the right cheek. There was no ulceration. 
The pigmented area has been present for approximately 10 to 15 years. The indurated central 
portion has been present for approximately eight months. There have been no symptoms. 

Approximately 15 years ago a similar lesion was removed from the same area at the Los 
Angeles County Hospital, with advice to the patient that no tumor was present. There was no 
lymphadenopathy at the time of the initial examination. In addition to the hemiplegia which 
she presents at this time, the patient has CNS syphilis, second degree cardiac failure, and 
diabetes mellitus requiring daily insulin. 

Treatment has consisted of curettage of the nodule in the center of the lesion for biopsy 
purposes. The specimen was examined by Dr. Melvin Black, pathologist at St. Luke’s Hospital. 


Histopathological diagnosis: melanocarcinoma. 









































DISCUSSION 


Dr. Epwarp A. Levin: The age and infirmities of this patient present the problem of 
whether or not this lesion should receive further treatment. I believe further surgical intervention 
is indicated. 

Dr. Rees B. Rees: We are interested in this type of problem at the moment because of 
Klauder and Beerman’s excellent article on precancerous melanosis. They distinguish this 
sharply from the melanoma problem in general. Here is an affair which is apparently relatively 
much more benign than melanomas in general and particularly melanomas arising from a 
junction nevus. Dermatologists are often criticized by surgeons for making biopsies from lesions 
of this sort with the thought that one fosters spread or metastasis by so doing. However, as 
you recall, Klauder. and Beerman feel that the nodular neoplastic lesions should be removed 
and that one may then remove the melanosis surrounding it by increments if one wishes to do so. 
In this case, my feeling would be that extirpation of the nodule alone would suffice, because of 
her age and physical condition. 

Dr. Harotp M. ScHNnEIpMAN: At the American Academy of Dermatology meeting in 
Chicago last December, at a panel on treatment of malignant growths, Dr. George Andrews 
discussed two cases of this type of flat melanoma in patients about 70 years old which were 
treated with electrodesiccation. The histological picture was that of a melanoma. Plastic 
surgery was considered too extensive a procedure in both cases, considering the age of the 
patients. Both patients had been followed for five years with no evidence of local récurrence or 
metastases. 

Dr. Mortimer Faux, Reno: I would hesitate to curette and electrodesiccate this type 
of lesion because of the possibility of depositing a single cell in the surrounding tissue. I think 
I would excise it widely and then submit the whole section for biopsy. 

Dr. Mertin T. Maynarp, Sdn Jose: This old woman has had one stroke already. She 
is in obviously poor condition. I don’t think she will ever have any particular trouble from the 
development of this lentigo maligna. Three years ago I had a relatively young Italian woman 
with a rather extensive one on the left side of the face. In that case I simply had the whole thing 
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excised—not widely, you don’t have to go widely; these lesions don’t metastasize readily—and 
had a skin graft placed in it. Three years have passed, and there is no sign of recurrence. 


Dr. Kemp H. Dowpy: This patient was presented to point up the article of Klauder and 
Beerman in the January, 1955, Arcuives. I believe we should take cognizance of the good 
prognosis in these cases. When I presented this lady to a hospital tumor board, the plastic 
surgeons outlined a radical excision of the cheek and a dissection of the neck. The general 
surgeons had ideas almost as drastic. Personally, I believe this woman has been adequately 
treated. In the center of the lesion was a 5 mm. nodule which I lifted out with a curette. Hemo- 
stasis was secured with Monsel’s solution. I did not dessicate as I did not believe she could 
tolerate any further procedures. 

On superficial examination, the section resembles an anaplastic carcinoma, but the edges 
of the section show the pigment and dropping out of the basal cells. 


South American Leishmaniasis. Presented by Dr. WALTER J. Coxe, Palo Alto. 

Lichen Sclerosus et Atrophicus. Presented by Dr. Epwarp J. RinGrosE, Berkeley. 

Dermatomyositis. Presented by Dr. Patrick G. BUTLER. 

um Cell Type? Presented by Dr. S. WmiiaM Levy and Dr. MicHAEL J. FRANZBLAU 

(by invitation). 

‘Case for Diagnosis: Lupus Erythematosus? Atrophic Lichen Planus? Presented by Dr. REES B. REES and 
Dr. JosePH P. Mark (by invitation). 

Case for Diagnosis: Sarcoidosis? Nodular Lupus Erythematosus? Presented by Dr. HAROLD SCHNEIDMAN. 

Skin Planing of Adenoma Sebaceum. Presented by Dr. S. WiLL1AM Levy. 

Dermatitis Medicamentosa, Due to Phenolphthalein. Presented by Dr. RALPH T. BEHLING. 
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CHARLES CREIGHTON TOMLINSON, M.D. 
1884-1955 


D* TOMLINSON died July 1, 1955, of coronary thrombosis. He was born 
in Villisca, Iowa, Aug. 29, 1884. He received his B.Sc. and M.D. degrees 
from the University of Nebraska in 1908, served his internship at Douglas County 
Hospital in Omaha, then engaged in general practice in Wakefield, Neb., until 
1915, when, for one year, he became associated in the practice of dermatology 
with Dr. Alfred Schalek of Omaha. 

Dr. Tomlinson then studied at Vanderbilt Clinic, New York, with Fordyce 
and MacKee and returned to Omaha in 1917. He joined the faculty of the Uni- 
versity of Nebraska College of Medicine in 1916 as an instructor, and after several 
promotions in rank became Professor and Chairman of the department in 1934, 
until his retirement in 1949, when he became Professor Emeritus. He served in 
the Volunteer Medical Corps in World War I. He was a member of the American 
Dermatological Association, the American Academy of Dermatology and Syphi- 
lology, the Society of Investigative Dermatology, ahd several local societies. He 
served as consultant to several hospitals. 

He founded the Dermatological Clinic at the University of Nebraska about 
1917, and began his service of teaching students and nurses, which lasted for over 
30 years. He was unfailingly loyal to his alma mater, spending many charitable 
hours at the University serving the free clinical dispensary and teaching and 
working with students. His sincere regard for the latter was typical of the ex- 
tremely conscientious and perfectionist attitude he showed toward his respon- 
sibilities. Each year he and Mrs. Tomlinson took a medical student who was work- 
ing his way through school to live with them in their home. He directly stimulated 
interest in dermatology of several present-day dermatologists. Two of his students 
were Don Pillsbury and Larry Nelson. 

One by one the old guard is falling. They and their ‘works were an integral 
part of the structure of modern medicine. Although others will add to this struc- 
ture, yet the part the elders played in its building gives them immortality. 

But few men have great and original ideas. They cannot by themselves and 
through their own efforts perfect the work that they originated. It takes hundreds 
of strong minds and wills to finish and perfect their ideas. Dr. Charles C. Tomlinson 
was one of these men. He lived in and was part of a great age, the greatest 
that mankind has ever known. How fortunate he was to live in our age and gen- 
eration and to see the birth of great ideas and help perfect them. To be born in 
the same generation as Schaudinn and Hoffman, whose ingenious discovery 
placed the brand of death upon an age-old plague, a plague that made men father 
a brood of misshapen progeny that died ere they were born, or if by unholy 
chance they lived, existed for but a short space of time, plagued by disease that 
destroyed their person and wrecked their physical being. 
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How fortunate it was that he lived in his old age to see Fleming, whose ob- 
servation of the behavior of a cannibalistic fungus paved the way to lay this same 
dreaded plague in its grave. Tommie lived during that golden age and valiantly 
did his part in the erasing of that blight. 

The wide field of endocrinological studies was born and reached maturity dur- 
ing Tommie’s life. When he first started to practice medicine, there was but 
one product of that nature, thyroid, and its action was but little understood. He 
lived to see the great and powerful galaxy of steroid hormones as they entered 
upon the stage of medicine. He saw the birth of the sulfonamide group which was 
momentous enough in its own right, but, what was far more important, he saw 





CHARLES CREIGHTON TOMLINSON, M.D. 
1884-1955 


the action of antibiotics in the saving of the lives of men. He saw elderly people 


- marked for death saved by these substances. 


Why should we regret too much the passing of a worker in the field of medicine, 
than which there is no greater labor of love in the total endeavors of all men? 
He saw the mighty panorama pass before him and stood not idly by’ but with 
a fine mind and able body entered into this great spectacle and became a part 
of it, and then while he was still laboring fate took him at this stage of life after 
his work was well and ably done. Yes, we have sorrows for one who has laid 
down his life in service to mankind, but what a glorious thing it was to have lived 
when he could lay down his life in such a mighty age. 


Cuarves C. DennizE, M.D. 
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Heard and Overheard at the 14th Annual Meeting of the American Academy of Dermatology 
and Syphilology, Chicago, Dec. 3-8, 1955. 

—The many complimentary comments on Dr. William Boyd’s special lecture which was.a 
stimulating, philosophical, and entertaining discussion of Cause and: Effect in Relation to 
Disease—The concentrated attention given to the excellent, well-presented paper by Dr. 
Richmond W. Smith Jr. on Adrenocortical Steroids—In contrast, the polite listening to some 
of the other speakers from allied specialties whose talks were on a too-elementary level. 

—The panelist who opened his discussion with a prayer: “Oh Lord, fill my mouth with 
worth-while stuff and nudge me when I’ve said enough’—The advice to writers of medical 
papers to first make an outline and get the skeleton articulated—The sage observation, with 
pertinent examples, that there is a dreadful immortality of what has been put down in writing. 

—The interest shown in the new Treponema Pallidum Complement Fixation Test (TPCF) 
in which a serologically active specific antigen prepared from virulent T. pallidum is standardized 
and used in conventional complement fixation with present laboratory facilities; its specificity in 
differentiating latent syphilitic from biologic “false” positive reactions is said to be comparable 
to the TPI TEST. 

—The comments in the elevators that laboratory men rely too much on test-tube findings, 
while practitioners invoke guilt by association with their concept of cause and effect, especially 
in infections—The usual differences among dermatologists, radiologists, and surgeons as to 
how best to treat epithelioma. ‘ 

—The rumor that certain deromsploahe conditions can be cured without the use of steroid 
hormones—The spreading practice of combining hydrocortisone with older time-tested topical 
remedies—The general satisfaction with nystatin, incorporated in suitable vehicles, for topical 
treatment of monilial infections—the suggestions that silicone preparations give greater protection 
when selectivity is practiced to suit special cases. 

—The warm, cordial, and enthusiastic response in the hospitality room sponsored by wives 
of Chicago members, where one met so many charming ladies from other cities—and derma- 
tologists from as far as Argentina, Australia, Brazil, Cuba, Hawaii, Japan, Portugal, Puerto 
Rico, and Venezuela—and the two young American dermatologists, one a licensed undertaker, 
the other a former card-carrying member of the hod-carriers union. 

—The reassuring whee from the military dermatologists that whereas for cetitriries warts, 
“undesirable excrescences,” have been attacking warriors, now warriors are attacking warts. 

—The uninhibited expressions of opinion on controversial subjects such as the ethics of 
treating alopecia areata; the use of potentially dangerous drugs for a diseases such as psoriasis 
—or to increase tanning; are light-sensitive eruptions in fact pre-lupus erythematosus? is there 
an acid mantle? the value of grenz rays? 

The large registration of over 1150—The excellence of scientific exhibits—The full attendance 
at all sessions—The many questions put to panelists—The intense interest in everything new, 
both in the laboratory and in the practical—The hustle and bustle——Members devouring lunches 
hurriedly so as to get on with the discussion—The many expression of satisfaction and even 
enthusiasm with the meeting—The friendliness of the members—These are the things that were 
heard, overheard, and observed. H.R. 





The newly elected officers of the Academy for 1956 are as follows: 
President: George M. Lewis, M.D. 
Vice-President: Samuel W. Becker Sr., M.D 
Secretary-Treasurer: James R. Webster, M.D. 
Assistant Secretary-Treasurer: Robert W. Kierland, M.D. 
Historian: Samuel J. Zakon, M.D. 
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NOTA 


Every practitioner undoubtedly has been 
consulted on more than one occasion by a 
patient presenting a rather persistent plaque 
of dermatitis on the glans penis. To the pa- 
tient, such a lesion is a source of considerable 
worry and concern. The lay person is in- 
clined to think primarily of two groups of 
diseases as possible causes for his penile 
lesion—one is venereal disease and the other 
cancer. With the physician rests the obliga- 
tion of establishing the diagnosis, instituting 
appropriate therapy, and reassuring the 
patient. 

The different dermatoses which may affect 
the penis are indeed numerous and it is not 
our intention to discuss them all. Careful 
clinical examination, together with conscien- 
tious history taking and adequate knowledge 
of the possible diagnoses, plus the results of 
appropriate laboratory studies are usually 
sufficient to establish a diagnosis in the more 
evanescent of these lesions—primary syphi- 
lis, chancroid, scabies, mycotic infections, 
allergic eczematous contact dermatitis, fixed 
drug eruptions, herpes progenitalis—to men- 
tion but a few. 
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In addition to these acute or recurrent 
penile lesions there are some chronic per- 
sistent ones in which the clinical diagnosis is 
generally without particular difficulties or the 
biopsy will reveal sufficiently characteristic 
histopathologic findings to establish the diag- 
nosis. In this category there are, for exam- 
ple, basal-cell and prickle-cell epithelioma, 
balanitis xerotica obliterans, and various 
forms of warts. 

In contrast to all these acute, subacute, 
recurrent, and chronic lesions of the penis, 
there are certain persistent penile plaques 
which often present great differential diag- 
nostic problems even to the expert clinician 
and histopathologist. Such lesions may re- 
main clinically unchanged for prolonged 
periods, are often indistinguishable one from 
the other on superficial clinical inspection 
alone, and are frequently resistant to ordi- 
nary forms of therapy. These conditions form 
the principal topic of the present article and 
include (1) distinctive exudative discoid and 
lichenoid chronic dermatosis (Sulzberger 
and Garbe), (2) erythroplasia of Queyrat, 
(3) lichen planus, and (4) psoriasis. Be- 
cause these persistent penile plaques vary 
considerably in their response to therapy 
and have quite different prognoses, it is im- 
portant to establish the precise diagnosis 
early in the course of the disease. 

Of the four dermatoses under considera- 
tion, the penile lesions of lichen planus and 
psoriasis are the less likely to present diag- 
nostic problems. The penile plaque of these 
dermatoses is rarely unaccompanied by le- 
sions elsewhere, and even when isolated 
can ordinarily be distinguished on clinical 
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Distinctive 
Exudative Discoid 
and Lichenoid 
Chronic Dermatosis Erythroplasia Lichen Planus Psoriasis 

Age Usually 30-60 Adults Adults Any age 

Race : Predominantly Jews Any Any Any 

Family history same disease None None None Not uncommon 

Influences of preceding injury None None Possible isomorphic Possible isomorphic 

to site response response 

Pruritus Usually very severe Minimal May be severe Often absent or mild 

History of previous eruption Yes No Yes Yes 

Presence of lesions elsewhere ; 

at time of examination of 

penile plaque ; 
Skin Often No Usually Usually 
Mucous membranes No No Often Rare 
Nails No No No Often pitting, etc. 

Characteristics of penile lesions 
Eczematous phase Yes Yes Possible Possible 
Exudative and discoid phase Yes Yes Not likely Not likely 
Infiltrative phase Yes Yes No No 
Lichenoid phase Yes No Yes No 
Residual pigmentation Often ikeete Often Rare * 
Serous crust Often Often Rare Rare 
Micaceous dry scale No No No Yes 
Sharply defined Fairly Yes Fairly Yes 
Color Red, moist Velvety red Violaceous Red 
and shiny 
Blood count Eosinophilia Normal Normal Normal 
Histopathologic findings Not diagnostic Diagnostic Diagnostic Diagnostic 
(Bowenoid) 

Response to therapy Often favorable to Removal or destruc- Like lesions Like lesions 
corticosteroids tion necessary elsewhere elsewhere 
locally and/or 

systemically 

Course May persist for Persistent + Eventual healing Eventual healing 

years; recurrent 

Outcome Usually complete If untreated, always Usually complete Often complete 

remission malignant (prickle- remission remission 


cell epithelioma and 


metastasis) 





grounds alone from the persistent penile 
plaques of distinctive exudative discoid and 
lichenoid chronic dermatosis and erythro- 
plasia of Queyrat. 


LICHEN PLANUS 


Lichen planus of the penis is usually char- 
acterized by typical polygonal papules which 
are either discrete or coalesce to form a 
band or annular configuration. The individ- 
uality of the papules is maintained, and 
examination of the lesions with a magnify- 
ing glass will usually reveal their characteris- 
tic features. The color is not bright red. as is 
usual in erythroplasia but is generally of a 
dull crimson or bluish red color. The differ- 
ential diagnosis is more difficult when the 
lesions are covered with a fine, waxy scale 
or the surface is irritated and eroded, caus- 
ing the area to be red and moist or crusted ; 
the presence of inflammation and induration 


102 


complicates the diagnosis further. Fortu- 
nately, it is not common for lichen planus to 
involve the glans penis alone and careful 
examination of all accessible mucous mem- 
branes and the sites of predilection on the 
body will usually be rewarded by positive 
findings. The clinical appearance of the body 
and mucous membrane lesions of this disease 
is so familiar and is so well described in 
dermatologic texts that it will not be de- 
scribed further here. 


Should active lesions of lichen planus not 
be present elsewhere on the integument, 
then one must look for the common sequelae, 
such as areas of hyperpigmentation and more 
rarely depigmentation. Careful examination 
of the oral mucosa may sometimes reveal 
remaining lesions even when all others on 
the body have disappeared. Of course a his- 
tory of an eruption which conforms to that 
of lichen planus may be helpful when body 
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Fig. 1—Lichen planus. 


and mouth lesions do not exist. Furthermore 
the histopathologic findings are usually di- 
agnostic. 
PSORIASIS 

Psoriasis vulgaris not infrequently affects 
the glans penis. Here the lesion is usually 
well marginated, erythematous, covered with 
a thin scale, which rarely becomes as thick 
as do typical psoriatic body lesions. Such a 
lesion may vary in color from bright to dull 
red, depending upon the degree of macera- 
tion and irritation and the absence of the 
superficial scale. It would be extremely un- 
usual to have psoriatic involvement of the 
glans alone without evidence of psoriatic 
changes elsewhere. The clinical pictures of 
the various forms of psoriasis are so well 
known and are so well presented in dermato- 
logical references that they will not be de- 
scribed here. It should be emphasized, how- 
ever, that even on the glans penis, whenever 
scales are present the diagnosis of psoriasis 
may be supported by the finding of the 
characteristic minute bleeding points which 
are often seen when the superficial scale is 


very carefully scratched away (Auspitz’ 
sign). If in addition to the penile plaque 
distinct psoriatic lesions are not present else- 
where on the skin, then one must look for 
such signs as the characteristic psoriatic pit- 
ting of the nails. 

In that psoriatic penile lesions are likely 
to become crusted, moist, and therefore 
bright red, they may very closely resemble 
erythroplasia or the exudative phase of 
exudative discoid and lichenoid chronic der- 
matosis. However, the penile lesion of 
erythroplasia is usually an even brighter red, 
glistening or elevated and of sharper mar- 
gination than the psoriatic plaque. The lesion 
of erythroplasia does not form the dry micace- 
ous scale so characteristic of psoriasis but 
forms a serous crust instead. Whereas the 
penile lesion of exudative discoid and li- 
chenoid chronic dermatosis and especially 
that of erythroplasia are ordinarily resistant 
to local therapy, psoriasis may respond 
promptly to appropriate measures, particu- 
larly during the first attacks. Again the 
histopathology is quite characteristic. An- 


Fig. 2.—Psoriasis. 
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other diagnostic aid may be the incidence 
of arthritis as associated with psoriasis. It 
has been reported that this combination 
with arthritis may appear in as high as 25% 
of all cases of psoriasis. 

While lichen planus and psoriasis may 
both exist as persistent penile plaques of 
long duration, the clinical characteristics of 
the penile lesion together with a history or 
presence of lesions elsewhere as well as 
other characteristic clinical findings usually 
permit a correct differentiation between 
psoriasis and lichen planus. If the diagnosis 
cannot be established on anamnestic and 
clinical evidence, then a biopsy must be per- 
formed. Fortunately the histopathologic 
findings are usually diagnostic. 


DISTINCTIVE -EXUDATIVE DISCOID AND 
LICHENOID CHRONIC DERMATOSIS 


Although several previous authors had 
expressed the opinion that the characteristics 
of this dermatosis were those of a distinct 
cutaneous disease or syndrome, it was not 
until 1937 that the characteristic picture and 
course were described in detailed and sys- 
tematic fashion and nine patients with the 
typical picture of this polymorphous erup- 
tion were presented to illustrate the diagnos- 
tic findings. The descriptive title given this 
disease was “distinctive exudative discoid 
and lichenoid chronic dermatosis.” Since 
this publication in 1937 the findings have 
been confirmed on numerous. occasions, as 
evidenced by the reports appearing in the 
literature and the cases presented at derma- 
tological meetings. Not a year goes by with- 
out our seeing several such cases in our pri- 
vate practice, thus affording us an ever- 
widening experience in the course, outcome, 
and management of this disease. 

Because they are not as well known as 
those of psoriasis or lichen planus, and be- 
cause of their especial and fundamental im- 
portance to our present thesis on the differ- 
entiation of persistent penile plaques, we 
shall here review and bring up to date the 
pertinent features of distinctive exudative 
discoid and lichenoid chronic dermatosis. 
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In the original description it was pointed 
out that the course of the disease was char- 
acterized by four phases, namely, (1) an 
exudative and discoid phase, (2) a lichen- 
oid phase, (3) an infiltrative phase, and (4) 
an urticarial phase. 

The Generalized Eruption. — Ordinarily 
the disease has its onset with exudative 
plaque-like lesions, which may vary in size 
from less than 1 cm. to many centimeters in 
diameter, are fairly well marginated, often 


crusted, roughly round or oval, and appear 
either discrete or grouped (the exudative 


and discoid phase). It is in this phase of 
the disease that nummular eczema must be 
excluded from the differential diagnosis. 
The exudative lesions evolve to become dry, 
scaling, lichenoid papules or -plaques, which 
are elevated, fairly sharply defined, and may 
have even a dull violaceous hue (the lichen- 
oid phase). As the disease progresses, the 
plaques may become increasingly infiltrated 
and scaly. The picture at this stage, together 
with the extreme pruritus, is highly sugges- 
tive of *the premycotic stage of mycosis 
fungoides or one of the other so-called 
“lymphoblastomas” (the infiltrative phase). 
As part of the disease, and particularly as 
the other lesions regress, the patient is often 
plagued by showers of small deep-seated 
round or oval evanescent urticarial lesions 
(the urticarial phase). This is usually a good 
prognostic sign, indicating that the patient 
may be entering a phase of remission. 

It must be emphasized that during the 
“active” stage it is most unusual for a single 
phase of the disease or only one type of 
lesion to be present at any one time. Quite 
the contrary, it is much commoner to see 
two or more phases of the disease and various 
types of lesions present concomitantly. The 
major exceptions to this are to be noted at 
the onset of the disease and during a remis- 
sion when only very few lesions remain— 
one of which is usually on the penis. This 
last is obviously by far the most important 
finding for our present thesis and basic to 
our present discussion of persistent penile 
plaques. 
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The Penile Lesion—tThe presence of a 
penile lesion in this dermatosis is such a 
regular occurrence that it may be considered 
as one of the most characteristic features of 
the disease. As a matter of fact, a penile 
disk or plaque may be the sole remaining 
vestige of the dermatosis and may persist for 
months or even years after all other lesions 
have disappeared. 


At the onset of distinctive exudative dis- 
coid and lichenoid chronic dermatosis the 





Fig. 3.—Distinctive exudative discoid and liche- 
noid chronic dermatosis (Sulzberger and Garbe). 


penis may be free of involvement, but it is 
generally not long before a discoid, moist, or 
crusted lesion is noted on the glans (much 
less commonly on the shaft). Just as in the 
generalized eruption, the penile plaque may 
later take on a more sharply defined, drier, 
and flatter appearance, thus becoming quite 
lichenoid. When the generalized eruption 
undergoes spontaneous remission, or re- 
sponds favorably to certain environmental 
changes or to newer forms of therapy, it is 
not unusual to see one or a few remaining 





lesions. More often than not, the single re- 
maining lesion is the one on the penis—thus 
“persistent penile plaque.” 


But, as has been mentioned, when a patient 
is seen for the first time presenting a chronic 
erythematous, scaly or crusted, well-mar- 
ginated, slightly elevated plaque, a few milli- 
meters to 1 or 2 cm. in diameter on the glans 
penis, several diagnoses other than exudative 
discoid and lichenoid chronic dermatosis 
must be considered. Where the clinical ap- 
pearance of the penile lesion presents differ- 
ential diagnostic difficulties, we again stress 
the importance of taking a careful history 
pointed toward unearthing previous skin 
eruptions and the necessity of doing a thor- 
ough dermatological examination, searching 
the entire integument and skin appendages 
as well as accessible mucous membranes for 
associated and diagnostic lesions. 


Histopathology.—The findings are quoted 
from an as yet unpublished, comprehensive 
article by Blau, in which the histopathologic 
interpretations are made by Hyman.” 


The epidermis is most often devoid of horny 
and granular layers, or is covered with paraker- 
atotic scales or by a crust of exocytotic and dis- 
integrating epidermal cells enmeshed in dried 
serum. There is an outstanding and somewhat ir- 
regular acanthosis. The pegs are often bifurcate 
or fused and have been compared to “inverted 
cones.” The acanthosis does not affect the supra- 
papillary plates, which on the contrary are usually 
thin, so that papillary vessels are near the surface. 
The basal margin is well delineated. The lowest 
layers of the epithelial cells stain rather deeply and 
are normal, while the central and more superficial 
cells tend to stain much lighter because of intra- 
cellular edema. These lighter staining cells may 
stand out sharply in “blocks.” Intercellular edema 
is often associated. As the surface is reached, the 
cells flatten and disintegrate and are cast off, or go 
on to form the scale and crust described above. 
Commonly there is an exocytosis of small round 
cells and polymorphonuclear leukocytes, in varying 
numbers and proportions, into and through the 
epidermis. There are many permutations and com- 
binations of these features, and not all are neces- 
sarily present in any individual specimen, or in 
every phase of the condition. Minor variations 
shéuld not be taken too seriously. The findings of 
a few “hyalinized” or “dyskeratotic” cells in an 
epithelium otherwise conforming to the appearance 
just described, is not enough for a diagnosis’ of 
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malignancy [cf. histopathology of erythroplasia of 
Queyrat]. 

The inflammatory infiltrate, the outstanding path- 
ologic feature of the corium ... may be medium 
to heavy. It varies from almost purely plasmocytic 
infiltrates (plasmocytoma penis) to mixtures, . in 
various proportions, of small round cells, histiocytes 
and polymorphonuclear leukocytes; the latter often 
present in large numbers. Edema is commonly 
present and may be an outstanding feature. The 
corium of the usual sites (glans...) is highly 
vascular and vessel walls are ordinarily rather 
thick. ; 





Fig. 4—Erythroplasia of Queyrat. 


ERYTHROPLASIA OF QUEYRAT 


There is no unanimity of opinion that the 
histopathologic picture of this dermatosis is 
diagnostic. While there may be certain fea- 
tures which to the well-trained dermato- 
pathologist might suggest the diagnosis of 
exudative discoid and lichenoid chronic der- 
matosis, it may be confused with other 
dermatoses. 

In 1893 Fournier and Darier first de- 
scribed this penile dermatosis under the title 
of “epitheliome papillaire nu,” * and in 1911 
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Queyrat * termed the same condition “eryth- 
roplasie du gland.” Ever since, the last- 
named author has been associated with the 
disease, and it is now generally referred to as 
erythroplasia of Queyrat. 


The Penile Lesion—The penile lesion of 
erythroplasia of Queyrat is a well-defined, 
bright red, persistent plaque, with a shiny, 
often moist surface. It is frequently described 
as having the appearance of shining velvet. 
The lesions have a tendency to grow very 
slowly with peripheral extension. The plaque 
usually appears on the glans, which it may 
encircle, and it may extend over the corona 
and sulcus onto the shaft. Sporadic itching 
and irritation may be present, although not 
severe. 

In Darier’s original description of erythro- 
plasia, he wrote of two histopathologic forms 
of the disease ; one without dyskeratosis and 
a second with dyskeratotic changes definitely 
of the type found in Bowen’s disease. The 
clinical appearances of these two forms were 
described as being indistinguishable. 


The European authors considered erythro- 
plasia as an obligatory precancerosis which 
invariably became malignant, with metas- 
tases to the regional glands, unless adequate 
treatment eradicated the original lesion in 
time. It is stated that the lesions eventuated 
as invading prickle-cell epitheliomas. 

Clinically, the lesion of the first case re- 
ported in the United States (1933) con- 
formed to the descriptions of Darier and 
Queyrat; histopathologically, it had all the 
necessary features of the Darier type without 
dyskeratoses.> On the basis of the European 
experience it was emphasized that erythro- 
plasia should be managed as a cancer. Since 
that report, however, various observations 
have created in our minds _ considerable 
doubts as to the premalignant or malignant 
nature of many of the penile lesions which 
are now being diagnosed clinically and even 
histologically as erythroplasia of Queyrat. 
One important source of our first doubts is 
the fact that over the years it has been pos- 
sible for us to follow the original case pre- 
sented in 1933. When the patient was last 
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seen (in October, 1954), 23 years had passed 
since the onset of the penile lesion. In spite 
of numerous forms of therapy attempted on 
many occasions, the glans was still charac- 
teristically involved, but without any clinical 
evidence of local malignant changes or dis- 
tant metastasis. It is of particular interest 
that we can report that between Sept. 17 and 
Oct. 8, 1954, we hospitalized this patient on 
the Dermatological Service of Bellevue Hos- 
pital. Local treatment (instituted by Dr. 
Morris Leider) consisted first of intermit- 
tent wet compresses with saline and boric 
acid ointment for three days, followed then 
by 1% hydrocortisone acetate in a choles- 
terolized petrolatum base alone for 18 days. 
This resulted in complete (though perhaps 
temporary?) healing of the involved area of 
the glans. 

In addition to this case, we have had the 
opportunity of seeing a series of other pa- 
tients with lesions which clinically and his- 
tologically were considered as erythroplasia 
of Queyrat and in which the course has been 
a benign one. 

.When two of us discussed this problem 
with Dr. George M. MacKee in 1947, we 
all agreed that we had not seen an American 
case of erythroplasia which had gone on to 
become a cancer. Nor did the cases reported 
by. W. Sachs,® W. Sachs and P. Sachs,’ and 
Abramowitz* as being erythroplasia, un- 
dergo malignant changes, according to their 
reports. These authors also stated that they 
could not recall ever seeing erythroplasia of 
the penis in this country which became a 
cancer. 

In 1949 Hamilton Montgomery * stated 
that he followed the Darier concept of eryth- 
roplasia, in which the histopathological 
changes included true malignant dyskeratosis 
or Bowen-like changes. He expressed the 
t opinion that the cases reported in this coun- 
try, which on histologic examination failed 
to show malignant dyskeratotic cells, were a 
chronic inflammatory dermatosis of unknown 
etiology and not erythroplasia in the Euro- 
pean sense. 





* Personal communication to the authors. 








In a recent publication, Zoon ® presented 
eight cases of clinical erythroplasia which 
had been present from 1 to 20 years, without 
evidence of malignancy. He termed these 
cases “balanoposthite chronique circonscrite 
bénigne a plasmocytes” and stated they must 
be distinguished from the clinically identical 
erythroplasia of Queyrat by histological 
means. 

Histopathology. — Blau? (together with 
Hyman) takes the stand that erythroplasia 
of Queyrat and Bowen’s disease of the mu- 
cous membrane are synonymous and that 
histologically Bowenoid features must be 
present to make the diagnosis. Blau and 
Hyman give the histopathologic findings for 
erythroplasia of Queyrat as follows: 

The area is either free of horny and granular 
layers or it may be covered by a parakeratotic 
scale or by a crust of disintegrated leukocytes, 
serum and epidermal elements. The epidermis 
shows irregular acanthosis with proliferation of 
rete pegs. However, the lower ends of the pegs are 
more involved than the superficial parts and the 
pegs therefore, may become massively bulbar and 
reach quite deep into the corium. The acanthosis 
also affects the supra-papillary plates. The epi- 
dermal elements show Bowenoid features with 
great variety of cell and nuclear size, shape and 
staining quality; cellular monstrosities; multi- 
nucleate cells; increased mitoses; intracellular 
edema; and dyskeratotic forms of the “grain” and 
“corps rond” types. This combination of features 
is then a clear picture of Bowen’s disease of the 
mucosal and mucocutaneous tissues and intra-epi- 
dermal carcinoma or carcinoma in situ. 

The inflammatory: reactions in the corium 
are like that given for distinctive exudative 
discoid and lichenoid chronic dermatosis. 

In a very thorough analysis of 62 Ameri- 
can cases reported as erythroplasia, Blau 
(and Hyman)? conclude that only 16 
showed definite histologic evidence of malig- 
nancy. It is to our mind particularly note- 
worthy that at least 13 of these malignant 
cases were in the uncircumcised. Of the re- 
mainder, 15 cases showed no histological 
evidence of malignancy ; 11 cases were diag- 
nosed as distinctive exudative discoid and 
lichenoid chronic dermatosis or a closely 
related dermatosis, and 18 cases had to be 
excluded on clinical grounds as being eryth- 
roplasia. 
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It is our present impression that solitary, 
persistent lesions involving the glans penis 
often are diagnosed as erythroplasia of 
Queyrat without sufficient attention being 
paid to the past history or concomitant ex- 
istence of associated lesions of the skin, nails, 
or accessible mucous membranes. It is prob- 
able that this omission and the differences in 
opinion as to the diagnostic features of the 
histopathologic picture of erythroplasia have 
resulted in many erroneous diagnoses. It 
seems to us that what has been particularly 
confusing is the similarity in the clinical 
appearance of the persistent penile plaque 
of exudative discoid and lichenoid chronic 
dermatosis and erythroplasia. One result of 
this has been the tendency on the part of 
some to accept the existence of a histo- 
pathologically benign form of erythroplasia 
(a tendency which appears to have a prec- 
edent in Fournier and Darier’s original 
description). 

From this acceptance of a histopathologi- 
cally benign form it was an easy step to 
accept as erythroplasia a penile plaque which 
was also clinically benign. On the basis of 
the evidence presented, we are of the opinion 
that the consistently and uniformly benign 
persistent penile plaques should for the pres- 
ent not be placed in the same category as 
the malignant or precancerous ones and 
should therefore be spared from the pre- 
cancerous epithet of “erythroplasia of Quey- 
rat.” In other words, we believe that in 
order to make a definitive diagnosis of eryth- 
roplasia of Queyrat the histopathologic find- 
ings must include the Bowenoid changes as 
originally described by Fournier and Darier 
and later Queyrat. These have most recently 
been very carefully reviewed by Blau and 
Hyman. 

The following evidence leads us to con- 
clude that persistent penile plaques which do 
not present Bowenoid changes on histologic 
examination are not erythroplasia, but repre- 
sent some other dermatosis: 1. In our own 
experience, as well as that of others, not one 
lesion of the glans penis which has been 
diagnosed as erythroplasia of Queyrat but 
which presented no Bowenoid changes has 
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been known to eventuate in carcinoma. It is 
noteworthy and may be fundamentally sig- 
nificant that the vast majority of these le- 
sions with an unfailingly benign course were 
in the circumcised (absence of smegma?). 
2. Penile lesions definitely known to be a 
part of the generalized disease of exudative 
discoid and lichenoid chronic dermatosis pre- 
sent essentially the identical clinical and 
histopathologic findings as those lesions 
which heretofore have been considered as 
erythroplasia of the benign variety. 3. We 
have personally interviewed and studied 
many patients in whom a diagnosis of eryth- 
roplasia without Bowenoid changes was 
made on clinical and histologic evidence and 
in whom we were able to elicit a definite his- 
tory of a previous generalized pruritic erup- 
tion, one that retrospectively fulfilled the 
classic criteria of exudative discoid and 
lichenoid chronic dermatosis. 4. Persistent 
penile plaques which have been present for 
years and were considered to be erythroplasia 
have been known to respond to those forms 
of modern therapy which have been shown 
to be most effective in the treatment of exu- 
dative discoid and lichenoid chronic derma- 
tosis (e. g., corticosteroids locally and/or 
systemically). Further observation will be 
necessary before any definite conclusions can 
be drawn regarding reliance on therapeutic 
response as a diagnostic measure. 

These observations and findings are so 
compelling that it is necessary to reconsider 
and possibly to retract the diagnosis of 
erythroplasia of Queyrat that was made by 
one of us (M. B. S.) and Satenstein and 
reported in 1933.5 Even where no signs can 
be seen and no history of previously existing 
skin disease can be elicited despite very 
careful dermatologic examination and ques- 
tioning, it appears to us that one must con- 
sider the penile plaque which has the clinical 
characteristics of erythroplasia or exudative 
discoid and lichenoid chronic dermatosis and 
the histopathologic features of a benign le- 
sion as an isolated lesion or variant of the 
exudative discoid and lichenoid chronic der- 
matosis—or perhaps some entirely different, 
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as yet unclassified entity. Of course, there is 


long time to determine whether or not any 
of the histologically benign penile plaques 
ever eventually become malignant and me- 
tastasize. 


SUMMARY AND CONCLUSIONS 


Certain acute, subacute, and chronic le- 
sions of the penile skin usually present no 
inordinate difficulties in differential diag- 
nosis. 

However, four particular forms of per- 
sistent penile plaques are often puzzling and 
require expert study for accurate differen- 
tiation. 

These four dermatoses are lichen planus, 
psoriasis, distinctive exudative discoid and 
lichenoid chronic dermatosis (Sulzberger 
and Garbe), and erythroplasia of Queyrat. 
Their differential diagnostic features are re- 
viewed in some detail. 


_ Particular emphasis is placed upon the 

common difficulty in distinguishing between 
the precancerous or cancerous erythroplasia 
of Queyrat and the persistent penile plaque 
of exudative discoid and lichenoid chronic 
dermatosis. 


Evidence and arguments are advanced 
supporting the opinion that the persistent 
penile plaques which previously have often 
been diagnosed as erythroplasia but which 
have shown no histologic evidence of can- 
cerous changes or Bowen-like structure are 
generally not precanceroses but lesions of 
some other dermatosis and especially of 
exudative discoid and lichenoid chronic 
dermatosis. 

Emphasis is placed upon the need for care- 
ful examination of the entire skin, its ap- 
pendages and accessible mucous membranes, 
and a searching inquiry into the history in 











no substitute for careful observation over a. 





order to discover past or present accompany- 
ing lesions which might indicate the true 
nature of the persistent penile plaque. 

Mention is also made of the observation 
that true erythroplasia occurs almost exclu- 
sively in the uncircumcised, and the possible 
carcinogenic role of smegma is cited. 

It is suggested that adrenocortical steroids 
may perhaps prove useful as a therapeutic 
trial to aid in the differentiation between 
true erythroplasia and persistent isolated 
plaques of distinctive exudative discoid and 
lichenoid chronic dermatosis. 
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Unilateral Shoh ore Dermatitis 
Following a Vee wh otion 


F. RAY BETTLEY, F.R.C.P. 
and 
R. H. MARTEN, M.R.C.P., London 


DONA 


We believe that the following case is of 
interest for two reasons: first, because 
seborrheic dermatitis is rarely confined to 
a nerve distribution and only a small num- 
ber of cases have been recorded; second, 
because this case may shed some light on 
the fundamental nature of seborrheic derma- 
titis in general. 


REPORT OF A CASE 


A woman aged 42 years was admitted to the 
National Hospital for Nervous Diseases on Jan. 27, 
1953, under the care of Dr. Michael Kremer, com- 
plaining of headache for 18 months and failing 
vision in the right eye for one year. Her memory 
and powers of concentration had been failing for the 
past few years. 

She was found to be vague and unobservant about 
her symptoms, but there was no evidence of intel- 
lectual impairment. Primary optic atrophy was 
present in the right eye, and the eye was slightly 
proptosed. There was slight weakness of the right 
superior rectus, and at times a right ptosis was seen, 
especially when the patient was tired. Examination 
of the rest of the nervous system revealed no abnor- 
mality, and the skin and hair were normal. 

At operation on Feb. 9, 1953, by Mr. Wylie 
McKissock, a large temporal meningioma was found 
attached to the inner third of the right sphenoid 
wing and the upper two-thirds of the cavernous 
sinus, and seemed to be arising from Meckel’s 
cavity. Through this tumor mass were seen to be 
running the branches of the fifth nerve, and these 
had to be divided and some of the tumor left behind. 
There was no severe blood loss at any time, and no 
large artery was damaged. After the operation the 
physical signs in the central nervous system were 
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unaltered, except that there was then, in addition 
to previous abnormalities, complete anesthesia 
within the territory of the right fifth nerve, a par- 
tial right facial weakness, and mild pyramidal signs 
in the left leg. Between March 16 and April 29, 
1953, deep x-ray therapy was given to the region of 
the right sphenoid from right and left lateral posi- 
tions and from above. Her forehead, face, and neck 
were not exposed to x-rays during this treatment. 
A total dosage of 5098 r was administered to the 
sphenoid area. 

During April, 1953, the patient noticed that the 
right side of her scalp and forehead was irritable 
and scaly. She was first seen by us on Aug. 10, 
1953, when there was redness and severe scaling, 
which was confined to the right side of the forehead, 
eyebrow, upper part of the cheek, and right side of 
the nose, and which was sharply limited at the mid- 
line. The appearances were typical of seborrheic 
dermatitis (Fig. 1). In addition, the right side of 


Fig. 1—The appearance when first seen. Sebor- 
rheic dermatitis of the right side of the face only. 
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SEBORRHEIC DERMATITIS—NERVE LESION 


TaBLeE 1.—Skin Temperature 








Site Left Right Difference 
Forehead, face and neck (aver- 
age 26 readings).........0+++.- 8.8F S6F —O08F 
(28.8C) (29.20) (40.4 C0) 
Chest (average 3 readings)..... 85.4 F 85.4 F 0.0 
ings) 03 4 eH 4 —04F 
Arm (average 3 readings)...... 4 i x 
(26.40) (2660) (+0.2C) 





the face and forehead felt warmer and was strik- 
ingly more greasy than the left. 

In the weeks that followed the eruption was com- 
pletely removed by the application of unguentum 
aquosum B, P. containing 1% each of sulfur pre- 
cipitate and salicylic acid, and the greasiness of the 
skin was abolished. However, if this treatment was 
omitted, relapse occurred within one week. This 
effect of treatment was observed several times. 

The following investigations were made: 


1. Skin Temperature (Aug. 18, 1953).—Record- 
ings were made from the forehead, face, neck, chest, 
and arms by means of a thermocouple. An average 
of 26 readings showed that the temperature of 
the forehead, face, and neck on the right side was 
0.8 F (0.4 C) higher than that on the left (Table 1). 
No difference between the two sides of the chest 
was detected but the right arm was 0.4 F (0.2 C) 
warmer than the left. It is doubtful if these differ- 


ences are significant. 


2. Sweating Test (Dec. 8, 1953).—Sweating was 
induced by means of an electrically heated 
bederadie. Quinizarin (1,4-dihydroxyanthraquinone ) 
powder was then blown on to the skin, the appear- 
ance of a blue color denoting the presence of sweat- 
ing. The results showed a relative absence over the 


Fig. 2—Relative absence of sweating over right 
side of forehead and face. 





right side of the forehead and face (Fig. 2). The 
response on the left side was normal, and a com- 
parison of other areas did not reveal any differences 
between the two sides of the body. 

3. Sebaceous Secretion (Aug. 25, 1953).—These 
were carried out for us by Dr. I. S. Hodgson-Jones. 
The sebum “level” (i.e., the amount of sebum cov- 
ering 1 sq. cm. of skin) was measured by the method 
previously described by Hodgson-Jones and associ- 
ates (1953). The level on the right side of the face 
was found to be twice as great as on the left 
(Table 2). 

The composition of the sebum was then investi- 
gated. The acid number and iodine number of the 
fat were determined by methods previously described 
by Hodgson-Jones and Wheatley (1952). The per- 
centage of cholesterol was determined by the 
Liebermann-Burchard method and the squalene con- 
tent by the iodometric method (Wheatley, 1953). 
The acid number was found to be higher on the 
affected side, indicating an increase in the amount 
of free fatty acids. The iodine number and squalene 
content were lower, and the cholesterol content 


TaBLe 2.—Sebum Levels 











7/Sa. Cm. 
oo aati 
Site Left Right 
PONG eos visi Sekcaviinsacccs 238 = 
OUNGO CRP oes ics hse ce reetaiavnes 154 413 
CHRON TEP os ei ss Cikncdeetastases 163 306 
TROON inc 5 05 id ac cacd doo vaen wens 158 81 





* Reading unreliable. 


higher on the abnormal side; these results are simi- 
lar to those found in other cases of seborrheic der- 
matitis investigated by Hodgson-Jones and associ- 
ates (1953). They found, however, that the average 
sebum level in their cases of seborrheic dermatitis 
was no greater than in normal subjects and the acid 
number was not altered. The present case thus dif- 
fers in these two respects (Tables 2 and 3). : 

4. Cultures (March 10, 1954.) —Cultures were 
carried out after the condition had been left un- 
treated for two weeks. At this time the right side 
was slightly red and definitely greasier than the 
normal side. 

Blood agar plates were prepared so that the 
medium almost completely filled the whole depth of 
the Petri dish. These plates were then applied 
momentarily to the forehead and cheek on the 
affected side and to a corresponding area on the 
normal side. A much greater number of colonies 
were grown from the abnormal side (Fig. 3; 
Table 4). The organisms isolated from both sides 
were Staphylococcus albus, S. aureus and Bacillus 
subtilis with additional micrococci from the normal 
side. No anaerobic organisms were found. The 
percentage distribution was not appreciably differ- 
ent between the two sides. 
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TaBLeE 3.—Composition 




















Acid Iodine Cholesterol, Squalene, 
Site No. No. % % 
Left cheek amd meck,.......cccscccccceccsccccccseveccers 44 80 8.5 2.0 
Right cheek and necKk........seseceerees eebesnveewbosese 55 67 3.9 1.6 
Baek weccsccceces sveessedeetes voeeceveesecccevccesveosesce 44 72 2.6 0.8 
Normal range ...... Seuseseuceevess Jevecsvodaccbevetuenecs 24-75 51-82 2.7-6.9 §.4-11.7 
TABLE 4.—Results of Bacteriological Examination 
Organisms Isolated 
a 
or albus S. aureus 
Total (Coag.—ve) (Coag. +ve) Micrococcus 
Site Colonies % % B. subtilis % 
Right forehead .....0.cccccscccccccccces 14,000 99 1 1-2 we 
Right cheek .......csccsccces abevbanceeas 12,000 colonies 
LOlt fOTEDONG 2.0. cccccceccccvescccccece 4,000 90 4 S 6 
Left cheek ...... dvecabvctoecdepseeveers ‘ 3,000 colonies 





The patient was seen frequently during 1953, 
while active investigations were being carried out, 
and less often during 1954. Her condition was 
reviewed in November, 1954. We then found that 
she had not used any ointment for the past four 
months and her skin had remained entirely normal. 
It was now quite impossible to determine which side 
of the face had been affected by the eruption, and 
there was no abnormal greasiness. 

Neurological examination revealed that her mem- 
ory was still poor and slight dementia was present. 
Primary optic atrophy was present in the right 
eye; the right pupil was smaller than the left, and 
her right upper eyelid still showed a variable ptosis. 
Anesthesia to all forms of sensation was present 
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Fig. 3—Showing greater number of organisms from the abnormal side. 


over the maxillary division of the fifth nerve, and 
considerable impairment was found in the area sup- 
plied by the ophthalmic division. Sensation over the 
mandibular area was only slightly defective. The 
right corneal reflex was absent. The remainder of 
the central nervous system was normal except for 
slight motor weakness in the left leg. 

A further sweating test carried out on Dec. 10, 
1954, in collaboration with Dr. Peter Nathan 
revealed no difference in sweating between the two 
sides of the face. 

COMMENT 


Nervous Influence.— The question of 
whether the sebaceous glands are under 














JMI 


direct nervous control still remains in doubt, 


though it is generally supposed that they 


are not. 

Doupe and Sharp (1943) found no altera- 
tion in sebaceous secretion following stellate 
ganglionectomy and they concluded that 
sympathetic fibers were not essential for the 
activity of sebaceous glands. They also 
showed that sebaceous secretion was un- 
affected by total denervation in a limb. This 
is in agreement with the results of Hodgson- 
Jones and associates (1952), who also found 
no alteration in sebaceous secretion in de- 
nervated areas. Doupe and Sharp (1943) 
were concerned with changes in the volume 
of sebum rather than any change in its 
composition. 

However, Abel (1936) reported that sym- 
pathectomy, by interrupting the. nerve sup- 
ply to the sebaceous and sweat glands, may 
result in dryness of the skin. This could, 


however, probably be explained by the inhibi- 
_ tion of sweat glands alone. 


Serrati (1938) concluded that the seba- 


-ceous glands were under autonomic control 
_ with the parasympathetic playing the major 
role. He found that in some cases of post- 


encephalitic Parkinsonism sebaceous secre- 
tion is increased, not only in the facial area, 
but also to a less extent all over the body, 
and: more on the side corresponding to the 
brain lesion. In apoplectic coma he found 
hypersecretion on the paralyzed side, which 
diminished when the paralysis disappeared. 

Krestin (1927) had also noted increased 
sebaceous secretion in cases of postencephal- 
itic Parkinsonism and in some cases of senile 
paralysis agitans. In long-standing cases, 
when the sebaceous secretion was not very 
excessive, a scaly eruption on a hyperemic 
base was noted, especially on the forehead. 
He suggested that the excessive sebaceous 
secretion in postencephalitic Parkinsonism 
resulted from damage to centers connected 
with the vegetative nervous system in the 
tegion of the substantia nigra, or the base 
of the third ventricle adjoining it. 

Kvorning (1949) investigated six patients 
with advanced Parkinsonism and found a 
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great increase in sebaceous secretion. He 
thought that this might be due to a change 
in the size of the glands or to a change in 
a central regulating mechanism. 

Perutz and Lustig (1953) showed that 
in rabbits damage to the midbrain area re- 
sulted in a great increase in sebaceous secre- 
tion with alteration in the iodine number 
and cholesterol content. They postulated the 
presence of an inhibitory regulating mecha- 
nism in the midbrain. In these experiments, 
however, no histological proof was given 
that the damage was confined to the mid- 
brain. 

Nexmand (1944) recorded the case of a 
boy of 13 years, in whom during a right 
mastoid operation the facial nerve was 
divided in the facial canal, resulting in a 
complete right-sided facial palsy. One month 
after operation greasiness and comedones 
developed on the right side of the forehead 
and face. 

Marschalko (1905) described one case 
in which profuse sebaceous secretion oc- 
curred in the area innervated by the supra- 
orbital nerve following trauma to the nerve 
at the supraorbital margin. 

Serrati (1938) found that in neuralgia 
and neuritis secretion is increased at the 
onset, but falls to normal levels when trophic 
changes appear. 

The present case shows a right fifth nerve 
palsy in which there is complete sensory 
loss in the maxillary division, considerable 
loss in the ophthalmic division, and only 
slight loss in the area supplied by the 
mandibular division. In addition, the first 
sweating test showed a relative absence of 
sweating over the area supplied by the 
ophthalmic division, with perhaps some 
slight decrease over the second and. third 
divisions. This indicated the existence of a 
sympathetic lesion in addition to a fifth 
nerve lesion. This sympathetic lesion was 
discovered for the first time 10 months 
after operation, and it is not known whether 
it was present before operation or occurred 
as consequence of it: A repetition of the 
sweating test carried out one year after the 
first one showed no abnormality, indicating 
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that recovery from the sympathetic lesion 
had occurred ; it was noted at this time that 
her skin eruption had completely cleared up. 
On the other hand, there has been only 
very slight subjective and no objective im- 
provement in ‘her fifth nerve palsy. This 
presumably indicates that the sympathetic 
lesion was the important factor in producing 
the changes in the skin. 

An unexpected feature was the absence of 
a rise in temperature on the side of the 
sympathetic lesion. The reason for this is 
not clear unless one postulates a partial 
sympathetic lesion, or else a dual supply 
via both the vessels and the peripheral 
nerves. There is considerable doubt as to 
the exact site of the sympathetic lesion and 
there are two possibilities. The first is that 
it was damaged when the branches of the 
fifth nerve were severed at operation. This 
assumes that sympathetic fibers travel with 
the fifth nerve and join it within the skull. 
In support of this view Penman * (1955) 
has noticed alterations in sweating in some 
cases following injection of the sensory root. 
The ‘second possibility is that sympathetic 
fibers or centers in the brain stem were dam- 
aged by the tumor, by operative trauma, or 
by irradiation ; in support of this a transient 
right facial palsy. and mild pyramidal signs 
in the left leg were noted after the operation. 

Although there are objections to either 
of these explanations, the brain stem site 
seems the more probable, a view also ex- 
pressed by Dr. Kremer on purely neurologi- 
cal grounds. It is easier to correlate with 
the greasiness of the skin since we at least 
know that a lesion of peripheral sympathetic 
nerves does not regularly lead to this. Fur- 
ther, a lesion in the brain stem associated 
with excessive sebaceous secretion is in 
accord with the observations of Krestin and 
of Serrati mentioned earlier. 

The first cutaneous manifestations oc- 
curred at a time when the patient was re- 
ceiving deep x-ray therapy, but the area 
affected by the eruption did not receive any 
irradiation, nor was any radiotherapy given 





* Penman, W. J.: Personal communication to the 
authors. 
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to the neck, which might have resulted in 
a cervical sympathetic lesion. 

The interval between operation and the 
first complaint of seborrheic dermatitis was 
8 to 10 weeks. In cases of postencephalitic 
Parkinsonism the interval between the onset 
of the acute disease and the development of 
greasiness was usually a few weeks. How- 
ever, Krestin (1927) noted considerably 
greater intervals, in some cases even up 
to five years after the acute stage. 


Mechanism of Sebum Increase.—Although 
the mechanism responsible for the increased. 
sebum level is not definitely known, several 
explanations may be considered. 


1. It was suggested that the patient may 
not have washed the affected side as thor- 
oughly as the normal side owing to the 
sensory impairment, and the sebum would 
thus tend to accumulate on the surface. 
However, it is known that in normal sub- 
jects, apart from a brief period of rapid 
secretion soon after washing, the greasiness 
of the skin is not affected by washing. 

2. An increase of sweating leads to greater 
spreading of sebum over the skin surface and 
hence to increased secretion. In our case, 
however, sweat secretion was reduced on the 
affected side. 

3. An increase of temperature on the skin 
surface renders the sebum less viscid and 
therefore allows it to spread more easily. 
This is, perhaps, a possible explanation but 
our measurements of temperature on the two 
sides of the face showed no convincing dif- 
ference, although clinically the impression 
was that the affected side was warmer. 
Hodgson-Jones + (1954) has found that 
there is a direct linear relationship between 
skin temperature and sebaceous secretion, 
a rise in temperature being accompanied by 
increased sebaceous secretion; but tempera- 
ture differences alone could not account for 
the altered chemical composition of sebum. 

Bacteriology.— The organisms isolated 
from the normal and abnormal sites are all 
normal skin flora, but there is a marked 


+ Hodgson-Jones, I. S.: Personal communication 
to the authors. 
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numerical difference between the two sides. 
This again suggests several possibilities. 

1. Higher temperature might lead to in- 
creased bacterial proliferation, though it is 
hard to believe that the slight difference in 
temperature we observed could produce such 
a great difference in bacterial activity. 

2. Altered constituents of sebum may 
afford more suitable conditions for bacterial 
growth. Normal sebum is known to possess 
bacteriostatic properties by virtue of its 
unsaturated fatty acids. In the present case it 
seems that there is a reduction of bacterio- 
static action on the affected side. 

3. Owing to the greater greasiness of the 
skin organisms may adhere to the affected 
side. 

Mechanism in Present Case.—The follow- 
ing mechanism is suggested to explain our 
findings in the present case: 


As both a sympathetic and a fifth nerve 
lesion were present, and since the eruption 
was strictly confined to this area, we believe 
that the seborrheic dermatitis must have 
resulted from a nerve lesion, either directly 
or indirectly. With the recovery of the sym- 
pathetic lesion the skin condition returned to 
normal in spite of the fifth nerve lesion per- 
sisting ; this suggests that of the two nerve 
lesions the sympathetic was the important 
one. For reasons we have already given, we 
are inclined to believe that the sympathetic 
lesion was in the brain stem. 

Experimental evidence for the control of 
sebaceous gland activity is contradictory, and 
the role played by the nervous system is not 
understood. A possible explanation in the 
present case is that following the removal of 
sympathetic influence the blood flow to the 
glands was increased and that this resulted 
in an increased secretion. There is little evi- 
dence to support this suggestion, and we are 
therefore prompted to postulate a direct 
innervation of the glands. The holocrine 
nature of sebaceous secretion indicates that 
this would be akin to a trophic disturbance. 

The high acid number of the sebum on the 
affected side may be the result of bacterial 
decomposition. The increased bacterial flora 


may also perhaps effect changes in the iodine 
number, and the squalene and cholesterol 
contents. Alternatively, the increased num- 
ber of bacteria may be the result of the altered 
constitution of the sebum. 

The remarkable effect of a sulfur-salicylic 
ointment, not only in removing the eruption, 
but also apparently in arresting the greasi- 
ness of the skin, was very striking. 

It is of considerable interest also to observe 
that the patient showed no general tendency 
to seborrheic dermatitis and the scalp was 
free from dandruff. The development .of 
seborrheic dermatitis was apparently deter- 
mined solely by local factors and varied 
simultaneuosly with abnormal greasiness of 
the skin. 

SUMMARY AND CONCLUSION 


A case is reported in which greasiness of 
the skin and seborrheic dermatitis appeared 
only on one side of the face. Within the 
same area was a lesion of the fifth nerve and 
of the sympathetic. : 

The skin changes probably resulted from 
a lesion of sympathetic fibers in the brain 
stem. Possible mechanisms are discussed. 

Dr. Michael Kremer and Dr. Peter Nathan 
gave advice on the neurological aspects of this case; 
Dr. I. S. Hodgson-Jones carried out sebum estima- 
tions; Dr. R. E. M. Thompson did bacteriological 
work; and Mr. Maurice Turney, Photographer to 
the Middlesex Hospital, made the photographs. 
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LAMAR S. OSMENT, M.D., Birmingham, Ala. 


UNNI 


The diagram of the Vater-Pacinian cor- 
puscle reproduced in many textbooks has 
given the impression that this body is a 
simple, oval mass consisting of concentric 
lamellae within which a nerve passes directly 
from pole to pole and ends in a knob-shaped 
termination: The classic features of the end- 
organ, as pictured by Ramon-Cajal, are 
shown in Figure 1. This view has been uni- 
versally accepted, and nowhere in the litera- 
ture. of the past 50 years is there evidence 
that this representation is not totally accur- 
ate. During recent work by one of us 
(Winkelmann *) it became apparent that the 
corpuscle in the prepuce of the newborn 
human was complex, the commonest form 
being coiled or arcuate. On the basis of these 
observations, it was decided to evaluate the 
form of the Vater-Pacinian corpuscle in a 
characteristic location and reinterpret the 
classic diagram of this body. 


REVIEW OF THE LITERATURE 


It was necessary to go back to the first 
definitive work on the end-organ to find evi- 
dence that any variation in external form 
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Fig. 1—The classic Vater-Pacinian corpuscle. 
(a) Sheath of Henle of the nerve tubes; (b) central 
granular material; (c) capsules. : 


had been observed. Henle and Kolliker,? in 
their monograph of 1844, stated that the 
commonest form was oval or egg-shaped 
but that S-shaped, kidney-shaped, and half- 
moon-shaped forms existed. They considered 
the last three varieties to be abnormal. Vari- 
ations in the inner bulb containing the nerve 
fiber also were described. 

Four years later, Herbst * mentioned vari- 
ations in external form but believed that “the 
basic form of the Vater-Pacinian corpuscle 
is in man and all animals oval or long oval.” 
His variations included bodies bent and 
branched at the peripheral end, looped cor- 
puscles, and those with round, long, half- 
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moon or triangular form. Krause,* in 1860, 
published a work containing a description 
of a typical body and spoke of S-shaped and 
looped bodies as well. He also described 


kidney-shaped and pyramid-shaped forms 


and a form in which the central pole was 
broader than the peripheral pole. .Instances 
were observed in which the nerve passed 
from one body to another. While not empha- 
sizing the variations, Krause did state that 
the true ellipsoid form was rare. Rauber,° 
dissecting human material, found that the 
Vater-Pacinian corpuscles of muscle, perios- 
teum, and joints were spherical and men- 
tioned two instances of complexities involv- 
ing the inner bulb only. 

Only an occasional reference in the subse- 
quent literature gave the suggestion that the 


The frequency with which this sensory 
organ occurs has been variously given by 
several authors. Henle and Kolliker stated 
that there are 150 to 350 bodies per extrem- 
ity of man, while Herbst quoted Vater as 
finding 200 at the nerve to the thumb. 
Herbst himself found about 600 bodies per 
hand. Krause quoted Pacini who stated there 
were 60 to 200 bodies in the sole of each foot. 
Rauber discovered 147 bodies in the deeper 
layers of the inner side of the forearm and 
the lower end of the arm. He found 120 
bodies at the flexor surface of the leg and the 
lower part of the thigh and 78 in the clitoris, 
labia majora, and surrounding tissue. No 
other statements could be found in the litera- 
ture concerning the frequency of these bodies 
in human tissue. 


TasLe 1.—Reported Dimensions of Vater-Pacinian Corpuscles 








Length, Width, 
Author Date Mn. Mm. 
Henle and Kélliker ?...... 1844 0.8-1.2* 0.45-0.6 
RIOPORG Stivers eed 1848 0.233-1.5 0.133-0.9 
Rauber 5) oo. ise. eccees ese 1867 1-4 0.8-3 
Schwalbe® ................ 1885 2-3 12 
-Quain’s Anatomy #4 ...... 1898 1.77-2.56 0.98-1 
OE Ae enone eseres 1900 2-3 1-2 


Length, Width, 
Author Date Mm. . 
Béhm and Davidoff 1*.... 1904 2.56 1 
Piel hes 5. cise sen cestess 1920 0.5-1.5 
length 
Lewis and Bremer ?5...... 1927 0.5-4.5 1-2 
Ramén-Cajal 2 ........... 1983 MR i eensns 
Cia eect eos cidseets 1989 0.5-4.5 1-2 
Sete FP Sc iivele. 1940 14 Up to 2 
Nonidez and Windle ?®.... 1953 eS eekee 





* They found one body 2 mm. in length. 


‘4 
+ He reported bodies ranging from 0.05 to 0.2 mm, between muscles near the elbow. 


typical body outlined by Krause was not the 
complete view. Schwalbe,® in 1885, published 
an excellent review of the literature to that 
date and mentioned that the Vater-Pacinian 
corpuscle might be egg-shaped, pear-shaped, 
or ellipsoid. In 1896, Timofeew* observed 
bodies in the prostatic capsule and vesical 
walls of the cat that he considered were dif- 
ferent from Vater-Pacinian bodies because 
they were serpentine and contained two 
nerves. Sala * described coiled forms in new- 
born cats. In 1903, Dogiel® pictured a 
looped form but made no reference to it in 
the text. Levi’® delineated part of a body 
showing a bifurcation and stated that such 
forms are frequent. Schaefer and Thane’s 
edition of “Quain’s Anatomy” ™ stated, “The 
bodies are regularly oval in the cat, but 
mostly reniformed or curved in man and 
sowetimes a good deal distorted.” 


The size of Vater-Pacinian corpuscles has 
been reported by several authors; these data 
are presented in Table 1. 

Few studies to date have furnished infor- 
mation on the form, frequency, and size of 
the Vater-Pacinian corpuscle. The data in 
the literature show wide variation and have 
been variously interpreted. The purpose of 
this study is to show the variations in these 
characteristics in this sensory end-organ in 
a specific location, to measure these varia- 
tions, and to reemphasize their importance. 


METHOD 


A piece of normal, adult, human skin from 
the volar surface of the tip of the index 
finger was obtained at the time of amputation 
occasioned by an industrial accident. This 
was immediately fixed in a 10% solution of 
formalin. After it was embedded in paraffin, 
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Fig. 2—Wax reconstructions of Vater-Pacinian corpuscles of the skin of the human finger tip. 


250 serial sections were cut in the usual 
fashion perpendicular to the cutaneous sur- 
face at a thickness of 10 and were stained 
by the method of Foley,?° employing strong 
protein silver (Protargol). These sections 
were searched for Pacinian corpuscles, and 
the bodies found were traced through the 
sections to delineate the entire body. Wax 
reconstructions were made of the total cor- 
puscles by projection of individual sections 
at known magnifications and by tracing this 
projection on wax 2 mm. in thickness. When 
the wax plates were assembled in sequence, 
they represented a scale model of the body 
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enlarged 200 times. No external point of 
reference was used to assemble the sections. 
It was considered adequate to the purpose of 
the study to use the relationships visible in 
the sections and apparent on juxtaposition 
of the wax projections. 

The external cutaneous surface of the spec- 
imen measured 1.5 cm. in length in all the 
sections and was slightly curved because of 
fixation. The sections varied from 3 to 4 mm. 
in depth and thus included the major portion 
of the subcutaneous tissue above the terminal 
phalanx. The 250 sections totaled 2.5 mm., 
and this was the width of the observed area 
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Fig. 3.—Continuation of wax reconstructions of Vater-Pacinian corpuscles of the skin of the 


human finger tip. 


of skin. The surface area was thus 0.375 
$q. cm., and the volume observed was 0.15 cc. 

The photographs of the models were all 
taken under the same conditions with regard 
to such factors as lighting, distance, and 
time of exposure, so that the representations 
shown in the figures are all in true relation- 
ship to one another with respect to relative 
size. 

RESULTS 

A total of 18 Vater-Pacinian corpuscles 

were found completely within the volume of 


tissue examined. Three of these had two or 
more faulty sections and thus were not 
studied in detail. All the remaining 15 cor- 
puscles were reconstructed and are pictured 
in Figures 2 and 3. These figures include 
17 pictures because two views each of two 
of the bodies are seen. Three more bodies 
were found in the tissue observed, but some 
portion of them continued into areas adjacent 
to the specific location studied; since such 
bodies could not be outlined and recon- 
structed in toto, they were not included in 
this study. 
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Frequency—The observation of 18 com- 
plete Vater-Pacinian corpuscles in a surface 
area of 0.375 sq. cm. and a volume of 0.15 cc. 
gives a frequency of 48 of these bodies per 
square centimeter of surface area and 120 of 
them per cubic centimeter of tissue of the 
volar surface of the finger tip. This figure 
is low in that it does not include the three 
incomplete bodies that partially penetrated 
the tissue examined. These constitute 14% 
of the total of complete and incomplete 
bodies ; it would appear appropriate to con- 
sider our figures for frequency conservative 
by this amount, as these incomplete bodies 
add to the sensitivity of the examined area 
even if they are not wholly within it. 


TABLE 2.—Dimensions of Vater-Pacinian Corpuscles 
Observed in the Human Finger Tip 











Mm. Mm. 
0.89 0.60 
0.55 0.88 
0.64 0.21 
0.70 0.50 
0.80 0.38 
0.89 0.30 
0.28 0.41 
0.33 0.50 
0.48 0.60 
0.82 0.80 
0.68 0.25 
0.28 0.44 
0.41 0.45 
0.25 0.50 
0.21 0.30 





Size—The bodies reconstructed in our 
study varied widely in size, as may be seen 
in Table 2. The irregularity of form made 
it difficult to measure them in a constant 
manner. In all cases, the largest measure- 
ment for each dimension was used. The 
length was considered to be the dimension 
parallel to the course of the nerve fiber, and 
the width was the dimension perpendicular 
to it. Our measurements were made of the 
mass of the body in the case of complex 
forms rather than along their convoluted 
paths. The smallest body was 0.21 mm. long 
by 0.3 mm. broad. The largest was 0.89 mm. 
long by 0.6 mm. broad. The variation in 
length was from 0.21 to 0.89 mm., and the 
variation in width was from 0.21 to 0.8 mm. 
Thus, the variation in these two dimensions 
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was equal. The average length-was 0.51 mm. 
and the average width was 0.44 mm. 

Form.—The external form of the recon- 
structed Vater-Pacinian corpuscles varied 
greatly. The shapes ranged from single elon- 
gated forms through rounded forms to con- 
voluted and serpentine shapes. The recon- 
structed corpuscles could be divided into two 
groups on the basis of their external form 
and their location in the connective-tissue 
layers. Those bodies located superficially at 
the junction of the dermis and subcutaneous 
tissue had a shape best described as that of 
a flattened sphere. Those bodies found deep 
in the subcutaneous tissue near large nerve 
trunks or large vessels took the more unu- 
sual shapes, namely triangular forms and 
C-shaped, S-shaped, or complex coiled forms. 

The bodies in the group studied that may 
be considered examples of flattened spheres 
are numbered 10, 13, 15, 16, and 17. A wide 
range of sizes is apparent in this group. 
Number 14 is a frontal view of the body 
seen from above in Number 13. In such 
frontal views, variation from the simple 
spheroid form is apparent, but in the view 
from above there appears to be this uni- 
formity of contour. The flattened side was 
always found oriented in a parallel fashion 
to the cutaneous surface and to the hori- 
zontal extension of the dermis. This group 
makes up 33% of those reconstructed, which 
makes it the most frequent single external 
shape. It should be emphasized that only 
this form was found in a superficial loca- 
tion in the group of bodies studied. 

The more complex bodies of the deeper 
layers are easily divided into the various 
shapes already mentioned. Three C-shaped 
forms, four coiled forms, and three triangu- 
lar forms are readily distinguishable among 
the bodies pictured. However, these varia- 
tions blend into one another so it is difficult 
to do more than set up a general category 
of complex bodies. The more complex forms 
are oriented in three dimensions; that is, 
the coils or limbs are at different levels. 
This is apparent in bodies 5 and 6, which 
are the top and side views, respectively, of 
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the same body. Adding to the complex forms 
of most of these bodies is the convoluted 
stalk through which the nerve passes to 
reach the main portion of the body. This 
‘structure may be clearly seen at the upper 
right of the triangular body numbered 1 
and in the middle of the coiled body num- 
bered 4. This stalk blends closely to the 
body in many instances and may not be 
clearly visible from the external appearance. 
Even in such instances it maintains the 
convoluted course through which the nerve 
must pass. It should be emphasized that, 
although there is no one form which these 
bodies take in the majority of instances, the 
complex type is the principal form in the 
human finger tip, and they are uniformly 
found in the deeper layers of tissue. 

Corpuscles of the type seen in numbers 
4, 5, and 11 are certainly bizarre when 
compared to the simple classic diagram of 
this body. The course of the nerve is more 
or less obvious in bodies such as this, in 
which the external form indicates the way 
in which the inner bulb (Innenkolben) is 
bending. The more complex the body, the 
more the external form reflects the true 
course of the nerve. The nerve in the flat- 
tened spheroid type does not pass from 
pole to pole in a simple direct manner. Here, 
too, the course of the inner bulb is curved 
in every case; in many instances, it is curved 
in several directions. Thus, it may be said 
that the external form is a guide to the path 
of the nerve only in the more complex 
forms and that the simpler the outer shape 
becomes, the less reliable an index it is to 
the internal structure. In instances such as 
the complex body numbered 11, the passage 
of the nerve from one body to another may 
be seen. 


COMMENT 


These Vater-Pacinian bodies are found 
in relationship to large vessels and nerve 
trunks. It appears at times that some of 
their structural features have been condi- 
tioned by adjacent vessels, nerve trunks, 
and connective-tissue septa. We found de- 
veloping Vater-Pacinian bodies in the finger 








tips of human embryos from the size of 
110 mm. onward. When first seen, they 
appear in an elongated form along the course 
of a large nerve and in close association to 
vessels. As the tissue ages, coiling or bend- 
ing occurs in several directions, and the 
chief postfetal change in these bodies appar- 
ently is the development in the lateral dimen- 
sion. It is our idea that the external form 
of the Vater-Pacinian corpuscle is deter- 
mined principally by physical factors ex- 
ternal to it. This liquid-filled body takes the 
best form that the developing tissue about 
it will permit. Under such a mechanical idea 
of development of the form of these bodies, 
the rounded forms found free in the mesen- 
tery are easily understood, as are the two 
types found in the tissue under consideration. 

The data given in this study are the first 
figures on the frequency of these corpuscles 
in the finger tip with respect to the surface 
area and volume of tissue. They are also 
the first figures on frequency based not 
principally on dissection but rather on micro- 
scopic control, As mentioned earlier, the 
frequency is conservative. by 14% on the 
basis of incomplete bodies not included in 
the study. In spite of this factor, which 
lowers the incidence, the figures are remark- 
ably close to those of Herbst. He obtained 
49 bodies at the first phalanx of the ring 
finger, and we found 48 bodies per square 
centimeter of surface area in the index 
finger. Our figure of 120 bodies per cubic 
centimeter of finger-tip tissue is greater than 
the incidence found in any other observa- 
tions. Our results give the impression that 
more bodies may be found by such micro- 
scopic studies than may be found by dis- 
section. A statistical study in which these 
bodies are counted in various regions by 
means of the microscope is the only way 
to arrive at a satisfactory answer to the 
question. 

The range of sizes recorded in this study 
was well below that recorded in the recent 
literature but was in accord with the findings 
of the earliest workers in the field. With 
allowance for the shrinkage that formalin 
always occasions in embedded tissues, our 
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figures correlate well with those of Henle 
and K6lliker and those of Herbst. It would 
not be surprising if larger or smaller bodies 
were discovered in view of the stress we 
have placed on mechanical factors in the 
development of .these bodies. An interesting 
observation is that the ranges of figures we 
obtained for width and for length are ap- 
proximately equal. This could mean that 
the opportunity for development of the mass 
of the body in one dimension was essentially 
equal with respect to the opportunity afforded 
it in the other dimension in the human 
finger tip. It should be remembered that 
we measured the length of the mass of the 
body; if the uncoiled length of some of the 
complex bodies were measured, much greater 
figures for length would be obtained. 


SUMMARY 


Wax reconstructions were made of 15 
Vater-Pacinian corpuscles in an area of the 
human firger tip. The principal form of this 
body in this location is a complex one, unlike 
the classic drawing. 

Two types of this end-organ are described. 
A superficial form with the shape of a 
flattened sphere is found at the junction 
of the dermis and subcutis; a deep form 
with a complex shape is found in the sub- 
cutis. 

It is considered that the mechanical effect 
of external physical factors in the develop- 
ment of tissue produces the forms of the 
Vater-Pacinian corpuscles described. 

The frequency of these bodies in the finger 
tip was 48 per square centimeter of surface 
area and 120 per cubic centimeter of volume 
of finger-tip tissue. 

They ranged from 0.21 to 0.89 mm. in 
length and from 0.21 to 0.8 mm. in width. 
The smallest was 0.21 by 0.3 mm. The 
largest was 0.89 by 0.6 mm. 
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Dysheratosis Congenita 
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AHL 


Cole, Rauschkolb, and Toomey in Janu- 

ary, 1930, reported a case of “Dyskeratosis 
Congenita with Pigmentation, Dystrophia 
Unguis, and Leukokeratosis Oris.” + They 
added to their case, two cases (brothers) 
of M. F. Engman Sr., who were presented 
before the Chicago Dermatological Society 
at the Nov. 25, 1925, meeting as “A Unique 
Case of Reticular Pigmentation of the Skin 
with Atrophy.”? These two brothers, the 
cases of M. F. Engman Sr., were reported 
by M. F. Engman Jr. in 1935 as “Congenital 
Atrophy of the Skin with Reticular Pig- 
mentation.” * 
- Garb and Rubin reported the cases of two 
brothers in 1944, previously presented by 
Wise before the New York Dermatological 
Society, with improvement in the leucoplakic 
patches in one of them, with androgenic 
medication.* 

Jansen reported the only European case 
from The Netherlands in 1951, under the 
title of “The So-Called ‘Dyskeratosis Con- 
genita,’”’ with a subtitle “Pigmentatio Parvo- 
Reticularis cum Leucoplakia et Dystrophia 
Unguium.” ° 

It is because of the rarity of this con- 
genital defect, which has occurred only in 
males, and the striking similarity between 
the previously reported cases and ours, that 
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this seventh case, is reported. We have 
contributed a few additional findings to our 
knowledge of this rare, interesting ectoder- 
mal defect. 

REPORT OF A CASE 


An American boy aged 18 years, of Italian par- 
ents, the offspring of a consanguineous union, has 
suffered from dyskeratosis congenita since birth. 
His condition, which was originally diagnosed as 
epidermolysis bullosa, was so severe during child- 
hood that he was not permitted to go to school. 
He was considered to be mentally retarded. How- 
ever, after he was admitted to an orphan asylum, 
his education was begun in earnest and he aquired 
the equivalent of an elementary education. His I. Q. 
is low normal for his age. He is prevented from 
working at a gainful occupation because of his 
physical appearance, the ankylosed metacarpal 
flexural deformity, and the proneness of his hands 
to trauma and occasional bullous formation, which 
propensity was greater in his childhood, especially 
on his hands, feet, elbows, and knees. 

He was admitted to Bellevue Hospital on Sept. 
21, 1951, and discharged Nov. 21, 1951. His con- 
dition has improved since. puberty, which fact can 
be attributed to better hygiene and greater care in 
preventing trauma. 

The general appearance of this 18-year-old boy 
is that he is underweight, with a delicate skeletal 
structure. His scalp is normal, there being a pro- 
fuse, thick growth of brownish-black hair, a fact 
which was commented upon by Ormsby in dis- 
cussing Engman’s case.t There is chronic bleph- 
aritis and slight ectropion of the lower eyelids. The 
margins are thickened and there is partial loss of 
cilia. The lacrimal purictae are patent. There is 
moderate exophthalmos and lagophthalmos. Refrac- 
tion of both eyes was 16/20, and the pupils reacted 
normally to light and in accommodation. The media 
were clear and the fundi negative. Biomicroscopy 
of the eyes with the slit lamp revealed the presence 
of numerous pin-point-sized clear vesicles—a bullous 
conjunctivitis with minimal scarring. The nose is 
large and aquiline. The telangiectasia of the nose is 
more reticulated than that of the lower half of the 
face, and the chin is small in proportion to the 
upper half of the face and head. The ears are some- 
what large, but otherwise normal in appearance. 





+ Ormsby, G., in discussion of Engman.? 
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Fig. 1—Smooth diffuse redness with rectangular 
hypopigmented macules on face. There is a poikilo- 
derma. of Civatte, fine more complicated pattern on 
neck. Reticulated telangiectasia on xerodermatous 
crepe-paper-like skin of body. 


Fig. 2——Acrocyanosis and acrodermatitis-chron- 
ica-atrophicans-like eruption. Crusted ulcerations of 
knuckles, atrophy of structures of hands, cupping of 
palms. 
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Examination of the external auditory canals’ by 
Dr. John F. Daly, revealed that both drum mem- 
branes were extremely transparent, resembling 
finely wrinkled cellophane. The incudostapedial 
articulation can be seen clearly. The audiogram was 
within normal limits. There was marked atrophy 
of the superficial layer of both drums, producing 
unusual transparency. There was no history of ear 
infections. 

The mucous membranes of the mouth and the 
lips were somewhat atrophic, this being more accen- 
tuated on the tongue than on the lips. On the entire 
mucous membrane surface of the oral cavity could 
be seen recently ruptured flaccid bullae with small 
areas of denudation bordered by pellicle-like fringes. 
There were several match-head-sized vesicles, on 
an inflammatory base, filled with a seropurulent 
fluid, on the buccal mucosae. The dorsal aspect of 
the tongue was smooth, somewhat atrophic and 





Fig. 3.—Skin of fingers shiny, atrophic, wrinkled, 
presenting a crackled appearance. Minimal dys- 
trophia unguium. : 


marred by a number of short, longitudinal, and 
transverse short fissures. This process obliterated 
the papillae on the dorsal aspect of the tongue. 
Under the Wood fluorescent light, normal orange 
fluorescence was absent. Several keratotic, pyogenic, 
granuloma-like, painful ulcerations were present 
from time to time on the vermilion surface of the 
lower lip. They had to be removed by the electric 
cautery under local procaine anesthesia. The areas 
about 1 in. inside the lateral oral commissures were 
whitish, thickened, fissured, and leucoplakia-like. 
This extended to the lateral commissures, forming 
crusted fissures which could be seen when the mouth 
was closed. There were some dental dystrophies, 
which included separation of the teeth, malforma- 
tion, and peridontal infection. About two years ago 
the patient had difficulty in swallowing hard food. 
The obstruction was at the cricoid cartilage. He 
had to restrict food intake to fluids and soft foods 
for almost a year. 
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Fig. 4.—Hypertrophic elevated linear bands, ex- 
tending from malleolus to soles. 


Cutaneous Changes—There is a variation in the 
cutaneous changes involving the face, neck, chest, 
the torso, and the extremities, especially of the 
hands, feet, elbows, and knees. These skin changes 
are conditioned by the-location and the background, 
by sunlight and by trauma. The color of the face is 
Burgundy wine red, as though it had been recently 
slapped. The appearance of the skin in this location 
simulates that of a large superficial nevus flam- 
meus. There is smooth, diffuse, vascular redness, 
showing no individual tracery of fine blood vessels. 
However, this uniform red appearance of the face is 
checkered by small avascular roughly rectangular 
hypopigmented macules. The eruption extending 
from the point of the chin to the angles of the lower 
jaw and downward and inward and bordered later- 
ally by the sternocleidomastoideus muscles, forming 
an acute angle at the suprasternal notch, presents a 
type of cutaneous change resembling in a finer more 
complicated pattern the poikiloderma of Civatte. 
The flattened grayish-white folliculopapular eleva- 
tions are surrounded by telangiectatic poikiloderma- 
like changes. It is a very delicate tracery of tel- 
angiectasia on a background of stippled diffuse light 
brown hyperpigmentation alternating with similarly 
distributed areas of hypopigmentation, producing a 
“wavy rolled effect.” On the skin covering the 
sternocleidomastoideus muscles there is an-ivory- 
yellow-colored, half-inch band-like discoloration, 
which is not infrequently observed in a more gen- 
eralized form of the severe systemic nevoid meso- 
dermal and ectodermal dystrophies, especially when 
they coexist. The changes of the skin posterior to 
the sternocleidomastoideus muscles and on the back 
of the neck, are less striking than those just de- 
scribed but more conspicuous than that which is 
seen covering the upper third of the anterior surface 
of the chest. The changes consist of reticulated 
telangiectasia on atrophic, shiny, scaly, dry skin 
covered with small light brown superficial, diffusely 


distributed, discrete keratoses. The eruption extend- 
ing superiorly from the tips of the shoulders to the 
xiphoid process in a shield-like manner presents a 
loose, wider patterned, delicate, reticulated, fine lace 
network type of telangiectasia in xerodermatous 
atrophic crepe-paper-like skin. This change now 
devoid of telangiectasia continues to cover the rest 
of the body. There was almost complete loss of 
the substance of the areolae of the breasts, which 
were replaced by atrophy and depigmentation. The 
nipples were included in the process, the left being 
destroyed. Another characteristic of the eruption is 
loose, hypopigmented, guttate type macular areas of 
seeming partial avascularization and hypopigmenta- 
tiori, especially observed on the face and upper éx- 
tremities and to a less extent on the lower extremi- 
ties, diminishing peripheralward. A cutis anserina 
reaction is easily elicited by light stroking. Across 
the buttocks, running obliquely over the greater 
trochanters were a half dozen linear striae. The 
testes were small. The hyperpigmented penis was 
of normal size, but there was a nickel-size area of 
hypopigmentation and atrophy involving the glans 
penis, including in a circumferential manner the 
urethral meatus. The scrotal sac was ‘rugosé, pre- 
senting a uniform reddish, telangiectatic, glistening, 
somewhat atrophic appearance. Examination of the 
anal orifice showed on its anterior surface a 
diamond-shaped area of wrinkled, mother-of-pearl 
leucoplakia, which was traversed by a deep infected 
fissure, similar to that observed in the patient of 
Garb and Rubin, who later developed rectal carci- 
noma.{ In our patient there was partial stenosis of 
the anal orifice and a seropurulent discharge, com- 
bined with a history of severe constipation. A proc- 
toscopic examination was unsatisfactory, but digital 
examination performed by Dr. John: L: Madden, of 
St. Clare’s Hospital, revealed-the following findings: 





tGarb, J.: Personal communication to the 
authors. 


Fig. 5.—Diamond-shaped area of mother-of-pearl 
leucoplakia, traversed by a deep fissure. 





125 








A. M. A. ARCHIVES 





“There were no findings of note other than the 
fact that the fissure in a bed of leucoplakia extended 
into the anal canal for a distance of about three 
quarters of an inch; the base of the fissure was 
moist and covered by a serous discharge. Barium 
meal fluoroscopic and roentgenographic examina- 
tions by Dr. N. M. Albanese revealed no abnor- 
malities other than a delay in the deglutition reflex. 
The esophagus was not bifurcated. In the region of 
the left atrium, the esophagus was deviated slightly 
posteriorly, indicating the presence of a slightly en- 
larged atrium.” 

The gross localized cutaneous changes in this 
case of dyskeratosis congenita were to be found on 
those locations on the extremities usually affected 
by epidermolysis bullosa and strikingly resembled 
that condition, except for the fact that in the case 
herein reported, there was not the same decided 
propensity to develop bullae on mechanical trauma. 
The elbows, knees, back of the hands, and feet were 
acrocyanotic and acrodermatitis-chronica-atrophi- 
cans-like, because of deep telangiectasis and stasis. 
The skin was shiny, atrophic, wrinkled, presenting a 
crackled appearance. At times on the knuckles there 
were crusted ulcerations which followed traumatic 
‘bullous formation, as is seen in epidermolysis bul- 
losa. There was in these locations atrophy of the 
subcutaneous tissue, the interosseus muscles and 
the bones of the hands and feet. There was osteo- 
porosis of the cuboids. The hands were small and 
deformed as a consequence of trophic changes, dis- 
use, trauma, and infection. When the hands were in 
repose, there was flexion of the metacarpophalangeal 
articulation but extension of the phalanges. How- 
ever, a fist could be made easily. The fingers were 
deformed, being short, thin, flattened, and tapering, 
but spade-like at the ends. The nails were mildly 
dystrophic, but not to the extent seen in the cases 
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Fig. 6. — From one 
of the poikiloderma-like 
areas on the upper part 
of the back, illustrating 
the atrophy of the epi- 
dermis and the capillary 
hyperplasia. No inflam- 
matory reaction. 


observed in the previous reported cases. There was 
ulnar deviation of the fingers, cupping of the palms, 
flattening of the thenar and hypothenar eminences, 
and webbed interspaces. The skin of the palms was 
keratotic, and they perspired freely. There were 
less pronounced but similar changes on the feet, 
consisting of purplish-red, hypertrophic elevated 
linear bands covered by thick dry scales. These 
bands coursed in a circular manner around the 
ankles, extending from the malleoli to the soles and 
from the plantar surfaces of the feet to the heel 
and upward along the Achilles tendons. There were 
moderate calluses on the weight-bearing surfaces 
of the soles, resulting from severe relaxation of the 
longitudinal and transverse arches. 

Laboratory Data.—The blood cellular study on 
Sept. 24, 1951, was as follows: Hemoglobin 12 gm. 
per 100 cc.; erythrocytes 4,100,000; leucocytes 
7,800; polymorphonuclears 48, of which 13 were 
immature; lymphocytes 37; eosinophiles 4; baso- 
philes 0. 

On Oct. 1, 1951, the NPN was 23 mg/100 cc.; 
blood cholesterol 364 mg/100 cc.; glucose 66 mg/ 
100 cc.; the cephalin flocculation test was weakly 
positive. The Wassermann reaction of the blood 
was negative. The 17-ketosteroids were 7.0 mg. in 
24 hours. The female normal is between 5 mg. and 
14 mg., and the male between 8 mg. and 23 mg. in 
24 hours. 

On Oct. 18, 1951, the basal metabolic rate was 
+36%. 

The electrocardiogram showed a first-degree, 
auricular ventricular block, the significance of which 
was not interpreted. There was enlargement of the 
left atrium. 

Histopathology.—Examination of skin of back in 
infrascapular region, Bellevue Hospital, Dec. 13, 
1951, by Dr. William Director: The epidermis was 
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flat at the basal-cell layer and somewhat wavy. 
There were about four to seven layers of cells in 
the epidermis. The granular layer was thin, with 
one or two cells of a loosely laminated keratotic 
scale of normal thickness. There was mottled, 
- scattered. deposition of melanin granules in the 
lower part of the epidermis. There were scattered 
areas of irregular, small lacunae at the dermo- 
epidermal junction. In the upper part of the corium 
there was an occasional patent capillary. There 
was a scanty scattering of fibroblasts and an oc- 
casional melanaphore in some of the sweat glands. 
The cytoplasm of the sweat glands appears to be 
normal. There was no hypoderm. The elastic tissue 
was absent in the upper corium. 
Diagnosis: Atrophy and fibrosis of the skin. 
Examination of the posterior aspect of the skin 
of the neck, on March 15, 1955, by Dr. Fred 
Weidman: The epidermis is strikingly atrophic, 
with loss of interpapillary pegs and heavy pig- 
mentation of the basal cells. The upper third 
of the corium is edematous in such a way as to 
expand and fuse the collagenous bundles and split 
them into their ultimate fibrillae. Many capillaries 
ramify through this zone and their course is pecul- 
iarly parallel to the surface of the skin; in most 
capillary hyperplasias the opposite is the case, espe- 
cially in the case of granulation tissue formation. 
These capillaries are sharply contracted, with a 
single layer of atrophic endothelial cells, and are 
unattended by any significant inflammatory cell 
infiltrate. It was only at one end of the section that 
a few of the capillaries were patulous (not engorged, 
though), and now there seems to be a threat of 
hemorrhage, but without any “success.” [Correc- 
tion: One such small hemorrhage was eventually 
found, and it was associated with chromatophores, 
being blood pigment.] This rounds out an excellent 
picture for poikiloderma atrophicans vasculare, but 
in which the inflammatory factor is very mild. 
Incidentally, there were certain stretches of con- 
nective tissue immediately below the epidermis 
which were somewhat hyaloid and more intensely 
pink staining than elsewhere and which were sug- 
gestive of fibrinoid degeneration, and in this con- 
nection it is of significance that the overlying basal 
cells were vacuolated, just as they are in lupus 
erythematosus (where this fibrinoid degeneration is 
rather commonplace). 
Pathological Diagnosis: Poikiloderma atrophicans 
vasculare. 
Diiodohydroxyquin (Diodoquin), 750 mg. daily, 
was administered to this patient with benefit. 


COMMENT 


The signs present in dyskeratosis con- 
genita can be divided into two main groups— 
the major features and the minor features. 


The major features are the following: 


1. Poikiloderma - vasculare - atrophicans - like 
changes of the face, neck, and chest, which dif- 
ferentiate dyskeratosis congenita from epidermolysis 
bullosa. 

2. Prominent hyperpigmentation (melanin reticu- 
lum), which may be seen in several of the con- 
genital dyscrasias. 

These two changes are the essential diagnostic 
features intimately related to dyskeratosis con- 
genita, the pigmentary and telangiectatic reticulum 
being continuous and complementary. Jansen ob- 
served that the pigment may be deposited near the 
blood vessels. The rectangular small discrete areas 
of hypopigmentation and avascularity appear to 
attest to this fact. These alterations of the integu- 
ment were more prominent on the light-exposed 
areas of the body in our case. An ivory-yellow dis- 
coloration was observed on the neck over the sterno- 
cleidomastoideus muscles only in our case. The 
color variation observed in dyskeratosis congenita 
is also seen in other congenital dyscrasias in a 
greater or lesser degree, namely, epidermolysis 
bullosa dystrophica; pachyonychia congenita; kera- 
tosis follicularis (Darier’s disease); acanthosis 
nigricans (juvenile type) ; congenital ichthyosiform 
erythroderma; ichthyosis vulgaris (Hailey-Hailey), 
and especially in combined ectodermal and meso- 
dermal systematized dyskeratoses. 


3. Deforming atrophic changes of the hands, feet, 
elbows, knees—sites of frequent trauma. As de- 
scribed in our case report, these changes strikingly 
resemble those alterations in similar locations ob- 
served in epidermolysis bullosa, epidermolysis dys- 
trophica, and acrodermatitis chronica atrophicans, 
although the latter is never associated with inter- 
osseus muscle and bone atrophy. Milia were not 
reported in any of the cases of dyskeratosis con- 
genita. They are commonly seen in epidermolysis 
bullosa. The deformities of the hands and feet in 
our case were much more advanced than those seen 
in the other six cases reported. They may be ex- 
plained by the fact that traumatic bullae had oc- 
curred on these locations since infancy, the tendency 
toward bullous formation being less apparent since 
puberty. Callosities were present in our case. 

4. Atrophy of the fingers and toes. This was 
observed, involving either all the nails or most of 
the nails, in all six cases. However, in spite of the 
severe structural deformities of the hands and feet 
in the patient herein reported, the nails were affected 
in only a minimal degree. This is an unusual feature 
when we consider that there was ample opportunity 
for, perionychial infection following bullous forma- 
tion. To obscure the mechanism of these abnormali- 
ties still further, dystrophia unguium is common in 
epidermolysis bullosa. 
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Dyskeratosis Congenita— 2 
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5. Pluriorificial features. Leucoplakia-like changes 
of the lips and buccal mucous membranes following 
repeated bullous formation were common to all 
seven cases studied thus far. The features described 
in-all- are -similar. ‘However, leucoplakia and fissure 
formation of the anus were described only in the 
first of Garb and Rubin’s cases and in our patient. 
These mucous membrane changes were a threat to 
these patients because of the precancerosis of the 
anus in Garb and Rubin’s cases and in our case. The 
precancerosis of the anus in Garb’s case resulted in 
the death of a relatively young patient from ano- 
rectal carcinoma. If the keratoses of the lips in the 
case herein reported had not been destroyed 
promptly, carcinoma might have developed. From 
long observation of this case I believe that the 
keratoses of the lips follow repeated vesiculobullous 
formation. 


The minor changes may be listed in the 
order of their frequency of occurrence and 
their relative importance to the health or 
convenience of the patient. 
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The minor features are the following : 


1. Eye changes. The most annoying is the epi- 
phora or flood of tears caused - by ‘keratinization 
with consequent obliteration of the puncta lacri- 
malia. This was not observed in our case but was 
observed in the cases of Garb and Rubin and of 
Jansen. Bullous conjunctivitis with minimal scarring 
of the corneas was observed in the case of Cole and 
associates, and in our case, another structure in- 
cluded in this congenital anomaly. Ectropion of the 
lower eyelids and loss of cilia caused by repeated 
blepharitis ciliaris infection were present in several 
of the patients, including our patient. 

2. Transparent tympanic membranes due to 
absence of the outermost layer of the ear drums. 
This condition was found only in the patient re- 
ported by us. It was discovered on routine physical 
examination ; the patient had no symptoms referable 
to this anomaly. However, it is a logical finding, 
since the thickest layer of the three layers of the 
ear drums is ectodermal in origin and fans out to 
form the lining of the external auditory canal. 
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Review of Seven Cases 






Byperidrosis Poor Bullous Dysphagia Transparent 
- of Palms Dental Skeletal Internal Formation Esophageal Carcinoma Tympanic Mental 
and Soles Dystrophies Structure Changes on Skin Diverticulum of Anus Membranes’ Retardation 
+ ? Normal Splenomegaly + 0 0 0 Normal 
+ + Normal 0 0 0 0 0 Above 
Had lost average in 
all his intelligence 
teeth ; 
+ + + 0 0 0 0 0 Normal 
Carious 
+ ai Hypo- + 0 Dysphagia oo 0 + 
adrenalism Smali sella Death 
oa turcica; esophageal 
splenomegaly diverticulum 
+ + + 0 0 0 0 0 + 
Carious 
+ ? Normal + 0 0 0 0 - 
Small sella Hemorrhagic 
tureica; + 
low thrombo- 
cyte count; 
splenomegaly 
+ +. + Heart block; + + Leucoplakia, + + 
Carious, enlarged Dysphagia re, Bilateral 
ete. atrium partial 
+ stenosis 
0 











3. Dysphagia associated with esophageal diver- 
ticulum (bifurcate esophagus). This condition was 
found in Garb’s Case 1. Our patient had dysphagia 
which lasted for: a year, but no esophageal ab- 
normality was found when he was examined by 
fluoroscope, except delayed deglutition reflex. A 
patient with epidermolysis bullosa dystrophica 
recently studied by one of us (M. J. C.) had bi- 
furcate esophagus in severe degree, with inability to 
swallow hard foods. She had bloody vomitus, etc. 
In all but the cutaneous manifestations, she re- 
sembled our case strikingly. 

4. Dental dystrophies. These in varying degrees 
were present in all cases. They consisted of gingi- 
vitis, misshapen, separated, poorly aligned teeth, 
caries, and pyorrhea. 

5. Urogenital anomalies..In most of the cases, the 
penis was hyperpigmented and of normal size. In 
one of Garb’s cases and in our case there were 
concentric atrophic bands on the glans penis sur- 
rounding the urethral meatus. This condition also 
affected the shaft of the penis in Garb’s case. 
Urethral bleeding due to erosion and partial atresia 


of the urethral opening was reported by M. F. Eng- 
man Jr. The testes were small in most of the cases. 


6. Bullous formation. With the exception of the 
ruptured bullae seen in the mouth, most of the re- 
ported cases exhibited scant cutaneous bullous 
formation. They were observed in our patient and 
in the case of Cole and that of Jansen following 
moderate trauma, although before puberty bullae 
formed ‘following slight injury, especially on the 
hands, feet, malleolar regions, elbows, and knees. 
Some of the authors made a point of the relative 
absence of bullae in their cases to differentiate 
dyskeratosis congenita from epidermolysis bullosa 
dystrophica. We agree with Lenglet’s dictum that 
bullae are one of the best manifestations of con- 
genital anomalies.” 

7. Hyperidrosis of the palms and soles. This was 
present in all cases reported. 

8. Other features. All cases, except the one 
reported by Cole and associates, were undernour- 
ished and presented an underweight appearance, a 
frail skeletal structure, and mental retardation. 
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The internal or visceral changes to be reported 
are small sella turcica (two cases); heart block, 
and, in one instance, in our case, enlargement of 
left atrium. 

Blood pressure was low in most cases. Both 
Cole and Garb reported splenomegaly. The severe 
hematological findings in Jansen’s case suggested 
hypersplenism, especially the thrombocyte count of 
18,600, with excessive bleeding from slight cuts 
and delayed coagulation time and hemorrhagic 
blister formation after walking a short distance. 

All cases reported were male. Two were 
Anglo-Saxon; three were Jewish-American ; 
one was Dutch, and our patient was an 
American of an Italian consanguineous 
union, the only patient with this history. 
The cases of the Engmans and those of 
Garb and Rubin were brothers. In each case 
the firstborn of the two brothers exhibited 
a severer degree of this congenital dyscrasia, 
. the second affected case immediately suc- 
ceeded the first; the third-born male was 
not affected; neither were the parents or 
sisters. 

There are some features common to all 
the cases of dyskeratosis congenita. Other 
features are absent in some cases and present 
in others. This is not difficult to understand, 
for it does not follow that such dystrophic 
changes should be identical. Bettman be- 
lieves that these anomalies are to be con- 
sidered as a destruction of the germ plasm 
and are inherited as a dominant charac- 
teristic. We believe it is a recessive dis- 
order. Consanguinity plays a role in certain 
of these cases.® 


SUMMARY AND CONCLUSIONS 


The seventh case of the rare, congenital 
anomaly—dyskeratosis congenita with poiki- 
loderma-vasculare-atrophicans-like changes, 
hyperpigmentation, leucokeratosis oris, and 
dystrophia unguium is recorded in detail. 
Our case resembles the previously reported 
cases in its major features. However, the 
atrophy of the nails, so characteristic of the 
other cases, was minimal in our case. 

A unique feature, transparent tympanic 
membranes, was found only in our case. 

Anal leucoplakia, a precancerosis, is added 
to the list of minor features. A progress 
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report on Garb’s case revealed that his pa- 
tient died of cancer of the anorectum. 

All of the cases have occurred in males. 
They were congenital, and inheritance has 
been on the basis of a recessive characteristic. 
A history of close consanguinity was present 
only in our case. ; 

The resemblance to other dyskeratoses, 
especially to epidermolysis bullosa and 
pachyonychia congenita, is discussed. 

The features of poikiloderma vasculare 
atrophicans were prominent in our case. We 
have stressed this finding as one of the out- 
standing major characteristics of this con- 
genital dyscrasia. 

The features of the six other cases are 
reviewed and compared with our own case. 


ABSTRACT OF DISCUSSION 


Dr. Harorp N. Core Jr., Cleveland: The case 
originally recorded by Cole, Rauschkolb, and 
Toomey, was first observed in 1926, at the age of 
20 years. 

He was a white youth of Jewish extraction. The 
mother, father, and three ‘sisters were all living 
and well. ‘Fhere was no family history of this 
condition, or of any related disorder. 

The disease was of long standing. He had noted 
the nail changes as well as the pigmentation over 
the face and neck for as long as he could remembe-. 

On examination, there was this peculiar reddish- 
brown, retiform pigmentation with interspersed 
atrophic, whitish areas. There was marked, diffuse 
leucoplakia involving the dorsum of the tongue, 
and a similar plaque on the hard palate. The palms 
and soles were hyperhidrotic, and there were oc- 
casional deep-seated, hemorrhagic bullae. The toes 
and especially the fingers presented a picture of 
acrocyanosis and resembled an acrodermatitis 
chronica atrophicans. The elbows and knees were 
scaly, and showed hyperkeratotic follicular plugging. 
The teeth were very poor. The nails showed severe 
dystrophic change, and a number of the fingernails 
were almost completely lacking. 

In the past few years, he has developed diffuse 
keratotic areas .on the soles, not always related 
to bullae. The palms and soles have now become 
dry and somewhat scaly. 

The areas of leucoplakia on the tongue and 
palate have required repeated treatments with 
electrocautery. In February, 1955, since coming 
under my observation, he developed a 2X2 cm. 
area on the dorsum of the tongue, near the mid- 
line, at the junction of the anterior and middle 
thirds. Microscopic examination of a biopsy speci- 
men from this location was reported by Dr. Herbert 
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_ Z. Lund as showing early, relatively superficial, 
_ well-differentiated squamous-cell carcinoma. As 
there was no evidence of metastases, the lesion was 
treated by use of low-intensity interstitial radium 
needles. 


‘This case presented most of the features of the 
“termes principaux” of the dyskeratoses of Lenglet 
and Brocq. In some respects it resembled pachy- 
onychia congenita of Jadassohn and Lewandowsky. 
However, because of the dystrophic changes in the 
nails in association with the unusual scarf-like 
pigmentation and marked diffuse leucoplakia of the 
tongue and buccal mucosa, it was felt that it de- 
served a place as a distinct entity. 


The essential microscopic features included the 
following: atrophy of the epidermis; scattered 
dyskeratotic changes of prickle cells; capillary 
hyperplasia just beneath the epidermis accompanied 
by a little mononuclear perivascular infiltration; 
clumps of pigment containing cells in the upper 
corium, and hyaline change in the collagen fibers 
of the upper corium. 

For further analysis of the pigment, a recent 
biopsy specimen was sent to Dr. Alan Moritz, 
Professor of Pathology, Western Reserve Univer- 
sity. His report was as follows: “Both pigment 
containing cells and others that did not contain 
visible pigment with H & E stain, were strongly 
dopa positive. They were not oxidase positive, and 
did not contain stainable iron.” 

Dr. Georce C. ANpDREws, New York: In the 
last few months, in the French Annales de 
dermatologie, there have been articles claiming that 
this dyskeratosis congeniia is a form of inconti- 
nentia pigmenti in males, and there are very many 
points of similarity between the two diseases and 
reasons why one might think they are similar, not 
only histologically but also clinically. These cases, 
as you realize, start with bullae; they have the 
same leucoplakia oris lesions and dystrophia of 
the nails, and various lesions which are very simi- 
lar. I would like very much to have the opinion of 
Dr. Sulzberger as to the relationship between these 
two diseases. 

Dr. Marion B. Sutzpercer,; New York: I am 
going to be very brief in trying to answer the 
question which Dr. Andrews has addressed to me. 
I do not want to enter into this maze of terms 
and concepts, which include pachyonychia congenita 
and dyskeratosis congenita with pigmentation, and 
the two different forms of rare pigmentary anoma- 
lies which Franceschetti and W. Jadassohn have 
just differentiated, and which are the ones to which 
I think Dr. Andrews referred (Dermatologica 
Basel, Switzerland, 108:1-28, 1954). 


The one form differentiated by Franceschetti and 
W. Jadassohn and known as “melanophore nevus” 
has a reticulated hyperpigmented meshwork, per- 








haps somewhat similar to the network of dyskera- 
tosis congenita described by Cole and Rauschkolb. 
These patients also have diminished sweat-gland 
function, palmar and plantar hyperkeratosis, ocular 
malformations, and mottling of the teeth. The other 
type, the one known as “incontinentia pigmenti” 
does not have the reticulated pigmentation but 
has a pigmentation in the form of bizarre spray- 
like figures, as though the pigment had been 
spattered onto the skin. The cases of incontinentia 
pigmenti occur almost exclusively in females, often 
do have anomalies of the eyes and anomalies of 
the teeth, as well as alopecia of the pseudopelade 
variety, and other ectodermal defects as well as 
bullae at various times, particularly in the early 
stages. Those are the two nevoid anomalies which 
W. Jadassohn and Franceschetti have now perfectly 
rightly and clearly distinguished from each other. 

While all of these defects may be more or less 
closely related, there are certainly excellent grounds 
for keeping them quite separate and clearly distinct 
for the present. 


Dr. STEPHEN ROTHMAN, Chicago: There are 
some interesting similarities with other anomalies 
of recessive Mendelian inheritance. One is con- 
genital ichthyosiform erythroderma. It shares with 
dyskeratosis congenita palmoplantar hyperkeratosis 
and hyperidrosis and ectropion. Xeroderma -pig- 
mentosum is similar concerning the poikilodermato- 
sus appearance and tendency toward carcinoma 
formation. Finally, similar features occur also in 
the dystrophic form of epidermolysis bullosa, as 
pointed out by Dr. Costello in his fine presentation. 


Dr. Maurice J. Costetto, New York: In the 
preparation of this paper and in studying all the 
various dyscrasias of the skin, it was difficult for 
me to try to clearly separate them, that is, to 
separate dyskeratosis congenita from Darier’s dis- 
ease, erythroderma ichthyosiforme congenitum, 
pachyonychia congenita, xeroderma pigmentosum, 
epidermolysis bullosa, etc. 

It seems to me that considerable similarity exists 
between dyskeratosis congenita, especially in our 
case and epidermolysis bullosa. I saw, only two 
weeks before I came to this meeting, a young 
woman who had epidermolysis bullosa and most 
of the features of our patient, except the superficial 
cutaneous manifestations. She even had a feature 
that was present in the first case of Garb’s, namely, 
an esophageal diverticulum, or so-called bifurcate 
esophagus. I think that all patients with epidermoly- 
sis bullosa and these cases of dyskeratosis congenita 
should be examined for this condition. 

I believe that the tendency recently has been to 
throw all these dyskeratoses back into the same 
basket, ‘but dermatologists certainly must be con- 
gratulated for their attempt, at least, to separate 
all these dyskeratoses. It will require the services 
of a modern Hebra to do the job successfully. 
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[Since the meeting and several days after this 
discussion, Dr. John Garb reported to me personally 
that his second reported case of dyskeratosis con- 
genita died of hypersplenism and subsequent blood 
dyscrasia. The first case, an older brother, died 
of carcinoma of the anorectum.] 
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In some patients receiving corticotropin 
there develops an eruption which, in many 
respects, resembles acne vulgaris. Certain 
clinical features (Table 1) distinguish the 
drug eruption (Fig. 1) from acne vulgaris. 
The purpose of this report is to compare 
the histopathologic features of the two con- 
ditions. 

MATERIAL 

Biopsy specimens were taken from early and ad- 
vanced lesions of 6 patients exhibiting acneform 
eruptions due to corticotropin and from similar 
lesions of 15 patients with acne vulgaris. The clini- 


cal features of the two groups are summarized in 
Tables 2 and 3. 
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Aneform Exuption 3 fo Corticotropin 





Fig. 1—Acneform eruption due to corticotropin, 
showing diffuse distribution of small uniform fol- 
licular papules and pustules. 


RESULTS 


A comparison of the microscopic findings 
is listed in Table 4. In summary, there are 
similar‘ties in the development of the two 


‘Taste 1.—Comparison of Salient Clinical Features of Acne Vulgaris and Eruption Due to Corticotropin 








Corticotropin Acneform 
Eruption 


Acne Vulgaris 
Se VERMA Tad CVeawees onreehousrs Teen-agers and young adults Any age 
Evolution ............cssssceeeee Slow Rapid 
DGPAMOR? 0. vc cciccctdecesidsscess Long, years Short, weeks 
pn ee SeR re res fo en ye Comedo, milium, small papule, large Small papules and pustules 
papule, small nodule, small pustule, 
large pustule, abscess, cystic abscess 
Various stages and combinations of Elements of uniform size 
active ions and type 
Type of skin...............seeeee Oily Dry, unless complicated by 
preexisting acne vulgaris 
Size of lesion................+++- Papules and pustules vary from 0.1 to Small, 0.1 to 0.2 em. usually 


0.5 em.; abseesses and cystic abscesses 
vary from 0.5 to 2 or 3 em. 


Slow and variable 





Variable degrees of erythema 


Usually intensely erythema- 
tous, especially in early 
stage 

Rapid after withdrawal or 
reduction of drug 

There may be some punc- 

tate postinflammatory 

pigmentation but no 
scarring 


&, 
Postinflammatory pigmentation rare; 
atrephic, pitted, or hypertrophic 

seq fring eommon 
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Taste 3.—Summary of Clinical Features of Fifteen Cases of Acne Vulgaris 








Case Age, Duration, 
No. Yr. Race Sex Yr. Distribution Description 
1 19 Ww M 2 Face, chest, back —* pustules, 
cys 
2 17 WwW M 8 Face, chest, back, Comedones, pustules, 
shoulders papules — 
3 18 WwW M 4 Face, back of neck, Comedones, papules, 
chest, arms, wrists, pustules 
forearms 
4 26 WwW M 8 Face, chest, back, Comedones, papules, 
shoulders pustules 
5 - 18 Ww M 2 Face, back Comedones, papules, 
pustules 
6 19 Ww M 5 Shoulders, chest Papules, pustules 
7 23 Ww M 3 Face, neck, chest, Comedones, papules, 
back eysts, pustules 
8 19 WwW M 3 Face, back Comedones, papules, 
pustules 
9 45 WwW M 20 Face Comedones, papules, 
eysts, pustules, scars 
10 22 WwW M 2 Face, chest, back Comedones, papules, 
pustules 
ll 24 WwW M 3 Chest, back, Comedones, papules, 
shoulders pustules 
12 22 Ww M 4 Back, buttocks Papules, pustules, 
ecomedones 
13 25 Ww F 10 Face, neck Comedones, papules, 
- pustules 
14 21 Ww M 7 Neck, chest, back, Comedones, papules, 
shoulders pustules 
15 25 Ww M 4 Face, shoulders, Comedones, papules, 
arms, chest, pustules, sears 
abdomen 





conditions. The primary alteration is hy- 
_perkeratinization of the follicular orifice 
(Figs. 2 and 6). This is followed by the 
formation of an epithelial cyst (Figs. 3, 6, 
and 7). Later, there is perifollicular cellular 
infiltration (Figs. 4 and 7) that is followed, 
in some cases, by foreign-body type of gran- 
ulation tissue and suppuration (Figs. 5 
and 8). 


TABLE 4.—Comparison of Microscopic Findings in 


There are also differential histologic fea- 
tures. The lesion of acne vulgaris is larger 
(Figs. 6 and 7) than that of the drug erup- 
tion (Figs. 2 and 3). Abscess formation is 
more frequent and more extensive in acne 
vulgaris (Figs. 7 and 8). Perhaps the most 
important difference is the normal appear- 
ance of the sebaceous glands in the cortico- 
tropin eruption (Figs. 3 and 4) as contrasted 


Acne Vulgaris and Corticotropin Acneform Eruption 








Acne Vulgaris 


Follicle 3 
from neck to base of follicle 


ereased production of sebum 


formation of keratin cyst; size of dila 


Abnormal keratinization of follicular orifice 1. 


2. Hypertrophy of sebaceous glands denoting ¢: 
increased sebaceous gland activity with in- 


8. Occlusion of follicular orifice; pt grok and 3. 


Corticotropin Acneform Eruption 
Abnormal keratinization of follicular orifice 
from neck to base of follicle 
Sebaceous glands normal (this may explain 
lack of oiliness which prompted Allen’s + 
description of “dry acneform eruption”) 
Occlusion of follicular orifice; dilatation and 
formation of a keratin “cyst”; size of 
dilated follicle is small compared with acne 


Epidermis 


Cutis 





follicle is variable and may be very large; 
shape is variable from round to cone-shaped 


. Overlying epidermis is mildly parakeratotic 


or hyperkeratotic 


Spongiosis of follicular epithelium and 
adjacent epithelium 


. Mild vascular dilatation 
. Around dilated follicle mild cellular infil- 


trate, small and large mononuclear cells, and 
some polymorphonuclear leucocytes 


. Frequent rupture of dilated follicular - 


thelium and fragmentation of epitheli 
tissue producing islands in cutis where 
foreign-body reaction is set up 


. Frequent abscess formation of variable size 


vulgaris; shape is usually oval or round 


. No surface disturbance as portrayed by 


parakeratosis or hyperkeratosis in over- 
lying epidermis; mild intraepithelial edema 
in epidermis immediately above dilated 


follicle; acanthosis of follicle 
Mild vascular dilatation 


. Around dilated follicle mild cellular infil- 


trate of small and large mononuclear cells 
~— occasional polymorphonuclear leuco- 
cy 


. Dilated follicle usually does not rupture; 


rupture is less likely than in acne vulgaris, 
but when it occurs, the same type of 
foreign-body reaction is set up; however, 
it is less extensive 


. Occasional small abscess formation 


(pustules) 
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with the hyperplasia in acne vulgaris 
(Fig. 7). 
COMMENT 

The significance of these differential find- 
ings is of importance in the understanding 
of the complex etiology of acne vulgaris. 
As pointed out by Rothman,? there appar- 
ently must be two disturbances which con- 
tribute to the initiation of acne vulgaris, 
namely, one, the abnormal keratinization of 
the occluded follicle, and the other, which 
accounts for the increase in the size of the 





Fig. 2—Corticotropin acneform eruption. Early 
lesion showing keratin plug and normal sebaceous 
glands. Reduced about % from mag. x 75. 


sebaceous glands. Rothman? believes that 
the lack of sebaceous hyperplasia in the cor- 
ticotropin eruption indicates that the sebace- 
ous glands are not stimulated by the adrenal 
cortex. It has been shown that there are 
an enlargement of sebaceous gland lobules 
and an increase of mitotic division of basal 
cells of the glands at puberty which accounts 
for the increased secretion of sebum.* Tes- 
tosterone propionate produces sebaceous 
gland hyperplasia in the rat,t the hamster,® 





* References 3 and 4. 
+ References 3 and 5. 
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Fig. 3.—Corticotropin acneform eruption, show- 
ing keratin cysts with mild perifollicular lympho- 
cytic infiltration. Sebaceous gland is normal. Re- 
duced about 4% from mag. x 75. 


Fig..4.—Corticotropin acneform eruption in later 
stage, demonstrating rupture of keratin cysts fol- 
lowed by foreign-body inflammatory reaction. Seba- 
ceous glands appear normal and apparently do not 
participate in this process. There are acanthosis 
of follicular epithelium and some spongiosis of over- 
lying epidermis. Reduced about 14 from mag. x 75. 
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the rabbit,* as well as in human beings.’ 
Haskin and associates,* showed that pro- 
gesterone produced in rats an “enlargement 
[in volume of the sebaceous gland] com- 
parable to that induced by testosterone.” 
Thus, Haskin and co-workers * hypothesized 
that pubertal development of sebaceous 
glands and occurrence of seborrhea and 
acne in the female depend on the production 
of corpus luteum hormone in the same way 
as they depend on the production of testicu- 
lar hormone in the male. It may have been 
more correctly hypothesized that progester- 





Fig. 5.—Corticotropin acneform eruption in pustu- 
lar stage, demonstrating small follicular abscess and 
normal sebaceous glands, Reduced about % from 
mag. X 75. 


Fig. 6—Acne vulgaris, showing early follicular 
plug which is usually larger than that of cortico- 
tropin acneform eruption. There is also an earlier 
and more extensive inflammatory response. Reduced 
about 4% from mag. x 75. 





Fig. 7—Acne vulgaris, showing hyperplasia of 
sebaceous glands associated with follicular plugging. 
There is increased production of sebum, in con- 
trast to lack of sebum in corticotropin acneform 
eruption. Reduced about %4 from mag. x 75. 


one and testosterone stimulate sebaceous 
gland hyperfunction, which is one of the 
two initiating factors in the production of 
acne vulgaris, the other being the follicular- 
keratinizing factor stimulated by cortico- 
tropin. Aron-Brunetiere ° demonstrated that 
the production of acne depended on a rela- 
tive or absolute increase in the numerator 


f andrdgens and/or progesterone | 
2) estrogens 


tinction was made between seborrhea and 
acne by Aron-Brunetiere, who assumed that 
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Again, no dis- 











they are interdependent, which they may 
well be. On the other hand, it is possible 
to have marked seborrhea without accom- 
panying acne, for example, in Parkinson’s 
disease. Therefore, the distinction between 
the follicular-keratinizing factor and the 
sebaceous-gland-stimulating factors should be 
emphasized. 

Another differential factor may be the 
tole of saprophytic bacteria in the produc- 
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Fig. 8.—A, acne vulgaris, showing large keratotic 
plug containing abscess. There is also perifollicular 
abscess formation. B, extension of follicular abscess 
into the cutis. C,; massive abscess in cutis in contrast 
to occasional small follicular abscess of corticotropin 
—" eruption. Reduced about % from mag. 
X 49. 


tion of abscess formation and foreign-body 
granulomas. In early comedones of acne 
vulgaris, Ketron ¢ found aerobic organisms, 
such as Staphylococcus and Pityrosporum 
ovale, in the superficial portion and the par- 
tially anaerobic acne bacillus in the deeper 
portion of the occluded keratinized follicular 
orifice. Ketron and his co-workers, Burkey * 
and Brown,'® produced abscesses in rabbits 
by injecting viable or killed cultures of the 
acne bacillus. Thus, this fat saprophyte 
which thrives in the increased sebum may be 
responsible for the greater tendency of acne 
vulgaris to form abscesses. Much earlier, 
Unna ** reported the presence of the acne 
bacillus in every comedo of acne vulgaris. 
He found that this organism occupied the 
lowest part of the comedo. In those come- 
dones that were open below, the bacilli were 
noted to grow readily into the fatty masses, 
stagnating in the ducts of the sebaceous 
glands and then spreading into the glands 
and the hair follicle. These were the cases 





t References 10 and 11. 
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of acne vulgaris that Unna found to be J. Jnvest. Dermat. 20:207-212 [March] 1953; Roth- 
prone to suppuration. In our limited ex- ™@% S., in discussion on Brunsting, H. A.: Hidrad- 


Daa ik iia’ caekk of Gartinniiniis dene enitis and Other Variants of Acne, A. M. A. Arch. 
pe 7 en P Dermat. & Syph. 65:303-315 [March] 1952) firmly 


form eruption, ces were impressed with the established experimentally the basis for this lack of 
relatively small size of the pustules when seborrhea and comedones in contrast to the usual 
present. If the acne bacillus is a factor in picture of juvenile acne. They demonstrated quan- 
pustulation, the fatty culture medium prob- titatively that cortisone (in rats) actually causes 
; ably is not adequate in corticotropin acne- sebaceous gland atrophy rather than hypertrophy. 

ik b f th The results with corticotropin were inconclusive. 
form eruption because of the absence of Clinically, R. L. Sutton Jr. (Treatment of Acne 


sebaceous gland hyperplasia. Vulgaris: Experimental Use of Cortisone in Acne 
and in Rosacea, J. Missouri M. A. 49:471-474 
SUMMARY [June] 1952) has seen acneform lesions only after 


Ns adil exit Gait boa corticotropin. Histologically, as well as clinically, 
BAt16, ANG SCRMOFM CLUPHON CUS | a major component in corticotropin acneform 


to corticotropin may be differentiated by lesions is excessive follicular keratinization. 
clinical and histologic features. Although it is now reasonably well established 
The dual origin of acne vulgaris, namely, that when acneform lesions occur during cortico- 
adrenal cortex plus the ratio of androgens tropin treatment they differ in the above respects 
and/or progesterone to estrogens, con- from juvenile acne, there is still much uncertainty 


‘ ‘ ae concerning the mechanism of the production of these 
trasted with the single oe of the acne- lesions. To say the least, the facts regarding the 


form eruption, namely, adrenal cortex, may role of cortisone are either indefinite or contra- 
account for the distinguishing gross and _ dictory. For example, in spite of the known tendency 


microscopic findings. for corticotropin to produce acneform lesions or 
aggravate an existing acne vulgaris, at least two 
ABSTRACT OF DISCUSSION published attempts have been made to treat acne 


vulgaris with cortisone. Both attempts, while 
prompted by different but reasonable interpretations 
of the pathogenesis of acne vulgaris, led to some 
improvement in the case. Sutton, basing his reason- 
ing for use of cortisone in acne vulgaris on the 
fact that acne is a “pustular lipoidosis” and cortisone 
has reduced hyperlipemia in a patient with eruptive 
xanthoma, and also on the idea that “if the. fat 
glands of the acneic patient could be got small and 
empty, he would no longer have acne,” administered 
cortisone experimentally in three difficult cases of 
acne. In two of them with hyperlipemia, previously 
unresponsive to thyroid, cortisone reduced the total 
serum lipids and temporarily improved the acne 
somewhat. 

Didcoct (Observations on the Effect of Cortisone 


Dr. HERMAN BEERMAN, Philadelphia: The histo- 
pathologic picture of acne vulgaris, fully described 
by.Unna (The Histopathology of Diseases of the 
Skin, translated by N. Walker, New York, Mac- 
millan & Co., 1896, pp. 352-361), received little at- 
tention until Lynch (Acne Vulgaris: Review of 
Histologic Changes Observed in Early Lesions, 
Arch. Dermat. & Syph. 42:593-603 [Oct.] 1940) 
reviewed the histologic changes in early lesions. 

In all descriptions of the findings in acne vulgaris, 
including those of Sullivan and Zeligman, two ele- 
ments are constantly present: (1) the comedo and 
(2) changes in the sebaceous glands (usually hyper- 
plasia or atrophy, as a “sequel” to the stasis and 
pressure caused by the comedo within the follicle 


[Lynch]). The introduction of corticotropin and. ~ 
cortisone into clinical medicine has resulted in the '™ Acne Vulgaris, J. Invest. Dermat. 22:243-247 


appearance of an acneform eruption. Behrman and [March] 1954), on the other hand, called attention 
Goodman (Skin Complications of Cortisone and ‘° the fact that androgenic hormones play: en: im- 
ACTH Therapy, J. 4. M. A. 144:218-222 [Sept. portant role in the pathogenesis of acne vulgaris. 
{ 16] 1950) observed that the acneform process from (Increase in androgen-estrogen ratio in patients 
these medicaments was not associated with oiliness With the disease and the administration of testos- 
and there were but few comedones. The eruption ‘erone to male castrates and normal females will 
was part of a syndrome (Cushing’s) and was dis- produce acne vulgaris.) The source of androgen in 
tributed largely to the face, upper part of the chest, the female is considered to be the adrenal cortex 
back, and buttocks. Rothman and his colleagues Primarily, and in males a goodly proportion of 
(Rothman, S.: Physiology and Biochemistry of the androgen is derived from the adrenal, although the 
Skin, Chicago, University of Chicago Press, 1954; testis sis, the more important source. 
Haskin, D.; Lasher, N., and Rothman, S.: Some Since cortisone is known to have a suppressive 
Effects of ACTH, Cortisone, Progesterone and ction on adrenal cortical function by inhibiting 
Testosterone on Sebaceous Glands in White Rat, pituitary adrenocorticotropin (ACTH) output in 
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patients receiving the hormone, and sitice it: has 
also been shown that doses of cortisone smaller 
than the normal therapeutic dose will reduce the 
abnormally high output of 17-ketosteroids in patients 
with congenital adrenal hyperplasia and will sup- 
press or reverse the clinical signs of virilism seen 
in these patients, Didcoct treated 17 patients who 
had acne vulgaris (9 females and 8 males) with 
one or more courses of cortisone in daily doses 
averaging 25 mg. for periods of 10 to 28 days. The 
results were actually fair in five patients. 


These two studies point to the fact that more 
than mere administration of cortisone or cortico- 
tropin is involved in the development of acne-like 
lesions during this therapy. In fact, although I 
would question seriously the propriety of calling 
these lesions acne, Sulzberger and Witten (Hor- 
mones and Acne Vulgaris, M. Clin. North America 
35:373-390 [March] 1951) observed that “more 
recently, the acnes resulting from administration 
of ACTH and/or cortisone have come along to 
complete the proof that, given the susceptible local 
soil, given the required pilosebaceous and cutaneous 
sensitivity, administration of masculinizing steroid 
hormones will elicit the lesions of acne.” 

The problem of the histologic differences between 
acne vulgaris and acneform lesions due to other 
causes is not a new one. Similar attempts to de- 
lineate histologic patterns for acneform lesions 
caused by a variety of agents are in the literature. 
For example, Schwartz, Tulipan, and Peck (Occu- 
pational Diseases of the Skin, Ed. 2, Philadelphia, 
Lea & Febiger, 1947) have tabulated, among other 
data, the histologic characteristics of acneform 
lesions due to acne vulgaris, cutting oils, coal tar, 
and chloro derivatives. Among the chemically in- 
duced acneform lesions, the histologic pictures, too, 
show decrease in and certainly no hyperplasia of 
the sebaceous glands. Are we to attribute an 
endocrine background to these lesions also? 

Conclusions drawn from histologic observations 
based on relatively few sections may be erroneous. 
Before definitive statements concerning the actual 
differences between these artificially induced lesions 
and “spontaneous” acne vulgaris can be made, 
serial sections and sections from lesions removed 
from various sites, including the “seborrheic” areas, 
must be studied. 

An interesting sidelight raised by this study is 
whether vitamin A, because of its suppression of 
squamous epithelial proliferation and keratin forma- 
tion, has any effect on acneform lesions produced 
by the corticotropic substances. 


Dr. STEPHEN RotHMAN, Chicago: When, three 
or four years ago, I first stated that there was a 
definite difference in the clinical appearance of acne 
due to corticotropin and acne vulgaris, I did not 
know that these differences could be shown so 
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beautifully in histological sections as Dr. Sullivan 
has just done. 

Originally, we found in animal experiments that 
cortisone causes sebaceous gland atrophy rather 
than hypertrophy and that the effect of corticotropin 
on these glands is equivocal. Afterwards, I started 
to watch closely the eruptions seen after cortico- 
tropin administration and in Cushing syndrome and 
found that these are papular, rarely pustular, erup- 
tions with no seborrhea and no comedones. There- 
from I concluded that in the acneform eruptions 
after corticotropin there is only hyperkeratinization 
of the follicular pores, but the other factor in acne 
vulgaris, i. e., sebaceous gland hyperplasia, is 
lacking. 


The acneform eruption is common after admin- » 


istration of corticotropin but very rare, if occurring 
at all, after cortisone administration. Thus, the effect 
on the epithelium of the follicular pores cannot be 
caused by release of cortisone but either must be 
due to the release of another adrenal steroid or may 
be a direct effect of the pituitary hormone. 

Dr. Sulzberger pointed out that children and 
adolescents are much more likely to develop acne- 
form eruptions after corticotropin medication than 
adults. This is an important observation because it 
points to the significance of the responsiveness of 
the target organ. 

Testosterone and progesterone elicit both cardinal 
changes characteristic of acne vulgaris, i. e., hyper- 
keratinization of follicular pores and sebaceous 
gland hyperplasia. As Dr. Sullivan has convincingly 
shown, corticotropin reinforces only the first change. 

Dr. Sullivan’s findings on infection deserve spe- 
cial comment. When sebum stagnates inside the 
follicle, its decomposition leads to formation of 
products which’ seem to be a good culture medium 
for bacteria. This is not in contradiction to the fact 


-that sebum on the skin surface is moderately bac- 


teriostatic and highly fungistatic by virtue of its 
free fatty acid content. These free fatty acids are 
liberated from their esters only when the sebum is 
poured to the skin surface. Sebum in sebaceous 
cysts, for instance, does not contain free fatty acids. 


Dr. Ricnarp L. Sutton Jr, Kansas City, Mo.: 
Congratulations on a nice piece of work, Dr. Sulli- 
van. Whatever I wrote that Dr. Beerman quoted 
(and he is always accurate), I submit that the type 
is pied, for I see what everyone else sees:-quite a 
number of acneform eruptions from corticotropin 
and extraordinarily few from cortisone. 

It is interesting that there is another chemical 
like androgen and progesterone which stimulates 
sebaceous gland hypertrophy and overactivity. It is 
present in the mammary secretion of the cow and is 
effective in stimulating the sebaceous glands of the 
human being when it is ingested. I am convinced 
that this chemical is present in skimmed milk as 
well as in whole milk. I wish some competent bio- 
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chemist would fractionate milk in a search for this 
substance. 

Dr. THomAs BurtrerwortH, Reading, Pa.: I 
have enjoyed Dr. Sullivan’s important contribution, 
largely because I have failed to link the exacerba- 
tions of acne with the possible secretion of ACTH. 

I am sure that all of us have had cases under our 
care being treated by roentgen and other accepted 
means who suddenly would experience an exacerba- 
tion following apparently no other reason than an 
emotional upset. More than a year ago, patients 
under my care because of acne experienced sharp 
flare-ups in their disease following violent deaths 
in an automobile accident of members of their house- 
hold; change of boss; an attempt at suicide by a 
niece; a temper tantrum following the necessity of 
wearing the same dress three times to high school 
proms. The occurrence of these exacerbations in 
rapid succession gave rise to the thought that per- 
haps a stress reaction was involved in the mechanism 
of such flare-ups. 

It has been demonstrated that mental and emo- 
tional stress may act as an alarm stimulus, causing 
an increased release of the adrenocortical hormone. 
In the early stages of the alarm reaction, there is 
increased excretion of both the 1l-oxysteroids and 
the 17-ketosteroids, but the latter falls off rapidly, 


__ whereas the increased excretion of the former con- 


tinues. On the favorable soil of youthful skin, might 
these factors produce acne? 

Now, whether the mediating factor in the psycho- 
logically induced alarm reaction is increased libera- 
tion of epinephrine is not yet certain. Nevertheless, 
to block the possible influence of epinephrine in 
flare-ups of acne, I administered an antiadrenergic 
drug, Dibenzyline, from 40 to 120 mg. a day, for 
three months, to more than 50 patients with this 
disease. The effect of the drug was such that there 
was no increase in blood pressure following the 
hypodermic injection of 1.0 cc. of epinephrine 
1: 1000. The acne was not influenced by this therapy. 
This dves not eliminate the possible role of an 
alarm reaction in the production of acne, but it does 
tule out the effect of epinephrine acting either di- 
rectly on the pituitary or indirectly through the 
hypothalamus. : 

Next, because the hypothalamus is thought to 
control the action of the pituitary, two recent drugs, 
feserpine and chlorpromazine, in daily doses up to 
4 mg. and 200 mg., respectively, were administered 
to patients with acne. No improvement was seen 
in these patients, except that there was less picking 
of the lesions. 

Dr. FrepvertckK T. Becker, Duluth, Minn.: I wish 
to congratulate Dr. Sullivan for an excellent piece 
of work. Stimulated by Dr. Sulzberger, four or 
five years ago, we treated 10 patients having re- 
calcitrant acne with cortisone. Dr. Beerman has 


Teviewed the hypothesis for this therapy. These 


patients were given 12.5 mg. of cortisone twice a 
day for three to six months. The 17-ketosteroids 
in previous studies showed no abnormal deviation in 
patients with acne, and similar studies done on 
these patients at repeated intervals also showed no 
change. I was unable to produce any improvement 
by this method of therapy in these acne patients. 
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Context Pi hotodermatitis | 


WILEY M. SAMS, M.D., Miami, Fla. 
TUES 


Contact dermatitis, in all of its protean 
manifestations, is one of the commonest dis- 
orders that affects the skin. The clinical pic- 
ture may be clearly evident, yet a history to 
support the diagnosis is sometimes difficult 
to elicit. It also happens that the agent sus- 
pected will not infrequently fail to produce a 
reaction when applied to the skin in ap- 
propriate dilution, in the usual manner. We 
are forced, in such a situation, to assume that 
the history is inadequate or inaccurate, that 
the disorder is due only to sensitivity in the 
areas involved, or that some unknown factor 
other than mere contact is necessary to 
activate the process. In the discussion which 
follows, I wish to present evidence which 
indicates that light is an essential factor in the 
development of certain dermatoses produced 
by local application of selected sensitizing 
agents. 

Contact photodermatitis is the result of an 
alteration in the reaction of the skin follow- 
ing exposure to the sun, which is induced by 
various agents applied on, and presumably 
absorbed into the epidermis. Light is 99% 
absorbed after penetrating 2.5 mm. of skin, 
and can have no primary action below this 
depth. The effects of radiant energy largely 
responsible for the production of sunburn, in 
the region of 2970 A. is absorbed within the 
first 0.1 mm. of the surface of the skin.1 The 
number of plants, chiefly their essential oils, 
and the chemical products known to possess 
the power of sensitizing the skin primarily to 
ultraviolet light, has been gradually increased 
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and embraces a wide variety of materials. In 
a period covering a little more than 20 years, 
I have observed a total of 290 patients in 
whom a diagnosis of contact photodermatitis, 
from one or another cause, could be made. 
The history, and in some cases experimental 
proof, has established lime oil as a cause for 
the dermatitis and/or subsequent pigmenta- 
tion, in a majority of these cases, which now 
total 186.2 Most of these patients have been 
observed in the past 14 years. During the 
same period there were 43 cases in which the 
agent involved was either perfume or toilet 
water which had been applied to the area of 
skin involved before exposure to sunlight. In 
the group which remains, neither history nor 
subsequent observation was adequate to de- 
termine the cause of the dermatitis or the 
ensuing pigmentation, but the appearance, 
and the distribution on the exposed parts, 
was such that an external agent was most cer- 
tainly involved. Since the dermatitis and 
pigmentation creates but little disability, it is 
presented mostly by patients because of its 
undesirable appearance, and it is likely of 
more frequent occurrence than the above 
report would indicate. 


To this sharply defined group in which the 
picture of epidermal contact sensitivity is 
usually depicted, when the reaction is intense, 
I can add an entirely different clinical type. 
The dermatitis here is usually not limited to 
localized areas, but involves more diffusely 
the exposed surfaces and is characterized. by 
an eruption, which, in addition to erythema, 
may also show papular and papulourticarial 
lesions, and the eczematous component sel- 
dom shows gross vesiculation. The tendency 
to expose large areas of the skin to the sun 
and to indulge in outdoor activities in a 
climate where the total hours of ultraviolet 
insolation is above the average, has afforded 
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an opportunity to observe an increasing num- 
ber of patients who present reactions of this 
type, and I have listed these patients under 
the designation of eczema solaris. It is likely 
that there are multiple causes for the develop- 
ment of these dermatoses which occur follow- 
ing exposure to the sun. In many, the history 
which could be obtained, and the period of 
observation, was inadequate for any further 
diagnosis. Some, I am sure, are ordinary 
cases of contact dermatitis which result from 
contact sensitivity to the screening agents 
which have been applied to protect the pa- 
tient from sunburn. In other cases, where the 
dermatitis has occurred on exposed parts, 
isomorphic response, with the extension of 
an underlying psoriasis or lichen planus, has 
occasionally been observed. In some cases 
with proved contact epidermal sensitivity to 
a sun-screen preparation, the reaction has 
been followed by an extension of the patient’s 
underlying chronic dermatitis, and this has 
not been confined entirely to exposed areas. 
There exist, however, a number of pa- 
tients who develop dermatitis on exposure to 
sun, in which the eruption will be limited to 
the area where sun-screen preparations have 
been used, while other areas equally exposed, 
will show only the reaction of sunburn of the 
usual character. This dermatitis may be 
eczematous, or papular or papulourticarial, 
in character. The eruptions are transient, 
lasting but a few days, or at the most a few 
weeks, and if a recurrence develops it is most 
frequently not during the same vacation or 
season, but at the beginning of a subsequent 
vacation period, usually with the first ex- 
posure to the sun. These patients are not 
acutely ill but merely uncomfortable, and the 
history of the use of a screening agent, fol- 
lowed by sufficient exposure to the sun to 


_ produce an erythema, is frequently obtained. 


The use of a screening agent allows the per- 
son to expose himself to the sun for a longer 
period without developing an uncomfortable 
degree of sunburn. At the same time, how- 
ever, it gives him the opportunity of absorb- 
ing a greater quantum of radiant energy of 
longer wave length, and I suspect that this 
factor plays a role in the reaction of sensi- 


tivity which occasionally develops. Those of 
us who practice dermatology in south Florida 
have discussed among ourselves this group 
of patients, and one * of us has observed an 
even larger number of patients with erup- 
tions of this type. Ordinary patch tests have 
not shown this group of patients to be con- 
tact-sensitive, in most cases, to the prepara- 
tions which they have applied before ex- 
posure to the sun. 


If we are dealing, then, with the reaction 
of photosensitivity, it is one produced by a 
group of preparations which are not ordi- 
narily recognized as having the ability to 
sensitize the skin. Furthermore, after the 
original dermatitis subsides, these patients 
can, and frequently do, subsequently expose 
themselves to sun without further difficulty. 
They do not, ordinarily, reuse the sun-screen 
preparations, since pigmentation may have 
followed the previous inflammatory reaction 
and, furthermore, a certain amount of desira- 
ble caution concerning overexposure may 
have been acquired. In addition, thickening 
of the stratum corneum, following initial ex- 
posure, serves as a subsequent added protec- 
tion upon reexposure. Opportunities to retest 
these patients after the reaction subsides is a 
problem with a transient population. For 
this reason, the following report was of con- 
siderable interest : 


A girl aged 5 years, from Youngstown, Ohio, 
was seen during a winter vacation period at Miami 
Beach. She had developed an eruption following 
the application of two sun-screening preparations 
and subsequent exposure to the sun. The eruption 
was papular in character, not vesicular, and oc- 
curred chiefly over the exposed parts, but was not 
sharply limited to those areas where one would ex- 
pect the greatest intensity of erythema to occur. It 
was suggested that the condition was probably the 
result of some change in the reaction of the skin, 
due to the use of a screening agent, and that she 
would not be found contact-sensitive to ordinary 
patch tests with the preparations in use. These 
were Skolex ¢ and Neo-A-Filt cream. This pa- 
tient returned home, and after the dermatitis sub- 





* Dr. Lewis Capland, Miami Beach, Fla. 


{Skolex, screening agent propylene glycol 
p-aminobenzoate (J. B. Williams Co.). 


t Neo-A-Fil, screening agent “digalloyl triole- 
ate” (Texas Pharmacal Co.). 
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sided was tested by the father, a dermatologist, 
with both preparations, the test site being the inner 
aspect of the thigh. He reported § that there was no 
reaction to either preparation with ordinary patch 
tests, but the application of an erythema dose of 
ultraviolet light over each of the tested areas pro- 
duced a reaction of sensitivity in the area covered 
by the Neo-A-Fil cream. 


This repor suggests that the shorter wave 
lengths were involved in producing the re- 
action, with some disturbance of the sunburn 
mechanism. It was furthermore reported that 
she had had no additional trouble with light- 
sensitivity of any type, after the reaction 
above described had subsided. 

A 3.5% alcoholic solution of digalloyl 
trioleate was supplied by the manufacturer, || 
who designated the name as a descriptive 
term for a mixture of several derivatives of 
tannic acid. This material is supplied by 
Firmenich & Company, New York City, who 
use the trade name of Solprotex for this 
screening agent, which they supply to manu- 
facturers of a number of different cosmetic 
preparations which are designed for use in 
protecting the skin against excessive ex- 
posure. In describing this product to the 
toilet goods trade,* the manufacturer states 
that it was not possible to find a single chemi- 
cal which would act as a screen that possessed 
all of the desirable qualities, with no unde- 
sirable attributes. For this reason a group of 
chemicals were used to make the screening 
agent, whose absorption spectrum extends 
from 2900 to 3150 A., with a maximum 
absorption in the region of 2967 A. This 
product is described as being soluble in alco- 
hol and ointment material. It does not dis- 
color or stain the skin or clothing, and it 
affords reasonable protection against removal 
by bathing, and yet can be readily removed 
with soap or other detergents—all desirable 
attributes for a screening agent. 

The following experiments were con- 
ducted : 

EXPERIMENT 1.—A 1:100 alcoholic solution of 


Shalimar perfume was streaked on the undersurface 
of the right forearm and allowed to dry. Then 3.5% 





§ Personal communication from Dr. Marvin B. 
Goldstein, Youngstown, Ohio. 
|| The Texas Pharmacal Company. 
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digalloyl trioleate in alcohol, and 5% menthy] an- 
thranilate (menthyl O-aminobenzoate) in alcohol, 
and a 1% aqueous solution of chloroquine phosphate 
(Aralen), and a 1% aqueous solution of quinacrine 
hydrochloride (Atabrine) were applied across this 
streak (Fig. 1). The arm was exposed to the mid- 
day sun for a period of one hour between 11: 40 
a. m. and 12:40 p. m. The day was bright, but 
direct sunshine was occluded-by white clouds for 
approximately half of the one-hour period. Prevyi- 
ous experience had demonstrated that the 1: 100 
dilution of Shalimar perfume would provoke a re- 
action of sensitivity, with erythema, mild vesicula- 
tion, and pruritus, with exposure of this degree, 
The 1% solution of quinacrine hydrochloride, and 


the 5%- solution of menthyl anthranilate were ade- © 


quate to block the erythema from sun exposure, the 
menthyl anthranilate being somewhat more effec- 
tive. The 1% chloroquine phosphate solution had 





Fig. 1 (Experiment 1).—Sites of application of 
Shalimar perfume ( 3 quinacrine’ hydrochlo- 
ride 1% (1); chloroquine phosphate 1% (2); men- 
thyl anthranilate (3), and digalloyl trioleate 
3.5% (4). 


no screening effect. At the site where the 3.5% 
digalloyl trioleate solution was applied, and also in 
the streak of the 1: 100 dilution of Shalimar per- 
fume, a reaction of sensitivity, with erythema and 
edema, was manifest at the end of a 24-hour period. 
The reaction due to the digalloyl trioleate was at 
first of equal intensity to that produced by the 
perfume, but it subsided more quickly and produced 
a milder eczematous response and less pigmenta- 
tion than that obtained from the 1: 100 dilution of 
Shalimar perfume. This reaction disappeared in 
approximately seven days. 

EXPERIMENT 2.—In a subsequent test, the 3.5% 
alcoholic solution of digalloyl trioleate was applied 
in a streak in the left axilla, in an area not pre- 
viously exposed to the sun, and a somewhat broader 
area was covered with Neo-A-Fil cream, in a par- 
allel streak. This area was exposed to the sun be- 
tween 12:45 and 1:45 p. m. on Oct. 27. In both 
areas the screening agent was sufficient to prevent 
development of erythema on the covered area, while 
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a first-degree erythema developed in the unpro- 


tected skin of the test site. At the end of 24 hours 
nothing was noted except the screening effect, but 


at the end of 36 hours itching had developed in 
this area, and a papulourticarial eruption began at 
the edges of the screening streak (Fig. 2). These 
gradually increased in severity and intensity during 
the next five days, and the urticarial character of 
the eruption could be intensified by lightly rubbing 
the involved area. At the same time, control sites, 
where the preparations were applied without ex- 
posure to the sun, showed no reaction of any type. 
The reactions above described persisted six days 
and subsided spontaneously. 

EXPERIMENT 3.—At a later date the above test was 
repeated, using only the 3.5% alcoholic solution of 
digalloyl trioleate, which was applied to the inner 
surface of the left arm. The exposure time was 
again one hour, from 12:25 to 1:25 p. m. on Jan. 





Fig. 2 (Experiment 2). 


23, 1955. The erythema obtained was less pro- 
nounced from this exposure, but the reaction of 
sensitivity, with a papular dermatitis at the site of 
the streak, was again observed at the end of 72 
hours, and it persisted for three days. A tendency 
for the papular lesions to develop along the edge 
of the streak was again noted (Fig. 3). 

ExpEeRIMENT 4.—The 3.5% alcoholic solution of 
digalloyl trioleate was applied in a streak on the 
undersurface of the left arm of three subjects, and 
an erythema produced in a part of the test streak 
with a cold quartz lamp. The preparation was ade- 
quate to protect against the production of erythema, 
but no reaction of sensitivity. was obtained (Fig. 4). 
I found, at the same time, that I was not able to 
produce the reaction of sensitivity with a cold 
quartz lamp that could be produced on my skin by 
exposure to the sun. 


We are using in these experiments a 
Screening agent which protects the skin from 





Fig. 3 (Experiment 3).—Exposure time one hour ; 
visible erythema in one hour ; streak @ not erythem- 
atous because of screening effect at six hours. 


sunburn and sensitizes it at the same time to 
ultraviolet light of longer wave length. While 
the evidence available may not be entirely 
adequate, we can explain the difference in 
reaction of the different subjects only by as- 
suming that those who develop the papulo- 
urticarial eruption have acquired an altered 
state of reactivity. Although I have not used 
the preparation containing digalloyl trioleate 
as a sun-screen agent, it is very likely that I 
have been exposed to it, for it has been used 
by other members of the family as a sun- 
screen preparation, with entire satisfaction. 
For my part, I have had a number of episodes 
of eczematous dermatitis, some quite severe, 
for which no specific cause could be definitely 
assigned. The patients we see in the solar 
eczema group do not, for the most part, have 
a higher incidence of atopy, nor does the his- 
tory suggest that they have more than the 
usual number of contact-sensitive episodes. 


Urticaria solare has been passively trans- 
ferred by a number of investigators. This is 
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Fig. 4 (Experiment 4).—Light source cold quartz ; 
time two minutes at contact, with no reaction of 
sensitivity. 
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an immediate type reaction following ex- 
posure to light of various wave lengths, 
usually less than 4000 A. Since many of the 
reactions observed in our group are papular, 
or papulourticarial, an attempt was made to 
passively transfer this form of sensitivity by 
the usual technique. I have previously demon- 
strated that I am photocontact-sensitive to 
lime oil, bergamot oil, both natural and syn- 
thetic, and to Shalimar perfume, even in a 
dilution of 1: 100, and I would react with a 
papulourticarial type of response to digalloyl 
trioleate when this was used as a screening 
agent and the area subsequently exposed to 
the sun. This, however, was delayed type 
reaction, not an immediate urticarial re- 
sponse. Four subjects who had not previously 
reacted to either digalloy] trioleate, bergamot 
oil, or Shalimar perfume were prepared by 
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Fig. 5 (Experiment 5).—Twenty-four hours after 
preparation, test site exposed to the noonday sun 
for one hour. 


injecting the serum from the sensitive donor, 
using the inner aspect of the upper arm, to 
obtain’ a site not previously exposed to the 
sun. Sites were prepared 12, 48, and 96 hours 
prior to exposure, and full strength Shalimar 
perfume and 3.5% digalloyl trioleate were 
streaked across the sensitized test sites (Fig. 
5). The test area was then exposed to the 
noonday sun for a period of one hour, and the 
tested subjects observed during the following 
week. No immediate response was antici- 
pated, and no delayed reaction was developed. 
Attempts to transfer this type of photosensi- 
tivity with lymphocytes, or other cellular 
material, have not been made. 

The hypothesis presented by Epstein * con- 
cerning the antigen-antibody reactions in 
contact dermatitis, conforms with and ex- 
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tends the theories developed and outlined by 
Sulzberger ° and Rostenberg ® concerning the 
mechanism and development of contact ec- 
zematous dermatitis. In the case reported, the 
actual antigen would be a complex of the 
chemical designated digalloyl trioleate as 
the hapten, which unites with the cells of the 
epidermis and the dermoepiderma! structure 
to form “protigen.” To this complex the indi- 
vidual develops a sensitivity and subsequently 
reacts with a delayed papular, or papulo- 
urticarial, response. 


SUMMARY 


Contact photodermatitis is seen with in- 
creasing frequency, particularly in the south- 
ern seashore resort areas. The dermatitis in 
some cases is the result of altered reaction of 
the skin, due to the use of sun-screening 
agents. Evidence is presented to show that 


one of these agents, designated “digalloyl’ 


trioleate” acts as a photosensitizing agent. 
Attempts to passively transfer this form of 
photosensitivity, by the usual technique, were 
unsuccessful, 


ABSTRACT OF DISCUSSION 


Dr. Herman V. Atiincton, Oakland, Calif.: I 
think that this is an important field and one in 
which dermatologists should continue to be inter- 
ested and study. 

As Dr. Sams has indicated, the problem of con- 
tact photodermatitis is a complex one. Much has 
been learned about the reactions of living tissue to 
light, but much is still unknown. ~ 

In this and in the previous paper, Dr. Sams has 
reported on a number of cases of dermatitis pro- 
duced by the contact of the skin with lime oil and 
oil of bergamot followed by exposure to sunlight. 
He is not always able to reproduce these reactions 
experimentally. It is probable that this response, 
at least to some extent, is a quantitative one. It is 
also probable that many factors are involved, some 
of which he mentioned, including the degree of 
contamination of the skin with the sensitizer, the 
frequency and duration of the exposure to light, 
and the thickness of the keratin layer of the skin, 
and many others. 

The dermatitis which results from contact with 
lime oil, for example, and subsequent exposure to 
light may be a pure photodynamic reaction; in 
other words, a photosensitizer in the lime oil may 
combine with some of the cells in the skin and, 
then, on exposure to light of appropriate wave 
length or energy, light may be absorbed by the 
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photosensitizer and energy released which either 
damages the cell or produces a directly toxic or 
irritating substance. This is followed by a reaction 
of the skin which may be similar to that which 
occurs in sunburn, due to exposure to ordinary 
ultraviolet light, without the imposition of a photo- 
sensitizing agent. 

In addition, Dr. Sams has indicated that it is 
probable that some of these reactions represent an 
altered or allergic response in the skin to some 
substance which acts as an antigen and which is 
produced by this photodynamic action. Dr. Sams 
believes that this allergic response is involved in 
many of his cases. 

From.a practical point of view, I think that it 
would be worth while for us to investigate some 
of the cases of hand dermatitis which occur in bar- 
tenders from the point of view of possible sensi- 
tization to lime oil followed by exposure to light. 


The report of a number of cases of dermatitis 
following the application of a sun-screen prepara- 
tion containing digalloyl trioleate and subsequent 
exposure to light is both interesting and important. 
Considering the wide usage of this material, it is 
probable that this happens only rarely; that it oc- 
curs only occasionally probably indicates that it is 
not a pure photodynamic response, but that an 

allergic response is involved. Allergy is also sug- 
gested by the delay in the appearance of the erup- 
tion and its variable character. 

Dr. Sams reports that this dermatitis is seen 
most frequently after the initial exposure of a given 
season and it may not be reproduced by exposure 
subsequently during the same season. The involved 
areas do not show the usual sunburn reaction since 
the digalloyl trioleate absorbs much of the radiation 
of wave lengths below 3150 A. Ultraviolet light of 
longer wave lengths than this, and visible light may 
then be absorbed in greater than normal amounts 
by skin which, during months when it has not been 
exposed to light, has lost much of its normal pro- 
tecticn against light, and, with the application of 
a sua-screen preparation, the patients feel able to 
stay sut-in the sun longer than they would nor- 
mally. It is known that intensive irradiation with 
light up to 3300 A. may cause tissue damage with- 
out the interposition of a photosensitizing mech- 
anism. 

Thus, the eruption which follows the application 
of digalloyl trioleate plus exposure to sunlight may 
be of more than one type. It seems probable that 
some of them result from sensitization of the skin 
by this chemical plus exposure to light of wave 
lengths between 2900 and 3150 A. units. The pa- 
tient W. G. apparently is an example of this, since 
the response was reproduced in a test area prepared 
with digalloyl trioleate and irradiated with ultra- 
violet light. 





Dr. Sams feels that the absorption of a greater 
than usual quantity of radiant energy of longer 
wave length may be important. The eruption in 
some of these patients could, theoretically, be pro- 
duced wholly by direct tissue damage by the absorp- 
tion of light of wave lengths between 3150 and 
3300 A. If this portion of the spectrum is responsi- 
ble, an allergic reaction to an antigen produced by 
the direct damaging effects of this light might also 
be involved. 


Perhaps varying combinations of these mecha- 
nisms are concerned in different cases. 


In Experiment 4, digalloyl trioleate was applied 
to the skin of four persons, including the author. 
These test sites were then irradiated with a cold 
quartz lamp. Neither a sunburn nor a delayed reac- 
tion developed. This would indicate that wave 
lengths longer than those emitted by the cold quartz 
lamp were required to produce the dermatitis in 
these subjects. However, if digalloyl trioleate is to 
be held responsible as a photosensitizing agent, 
wave lengths shorter than 3150 A. must be con- 


‘cerned, since 3150 A. is given as the upper limit of 


its absorption spectrum. 


Perhaps further study with filtered lights of dif- 
fering wave lengths will help clarify this question. 

Dr. STEPHAN Epstetn, Marshfield, Wis.: It is 
regrettable that at the end of such a pleasant and 
excellent meeting, we should be reminded that sun- 
shine is a mixed blessing. I suppose some of you, 
or your wives, have found that out by yourselves 
in the meantime. : 


Dr. Sams has again given us a significant and 
very interesting contribution to the complex prob- 
lem of photosensitivity. There is much to be said, 
but the time is short, and I shall make only a few 
remarks. 

We must distinguish, as Dr. Allington has shown, . 
between phototoxic or photodynamic reaction on the 
one hand, and photoallergic reaction on the other. 
In a previous paper, Dr. Sams has shown’ that the 
phototoxic reaction of lime oil and sun is due to a 
chemical contained in the rind. However, even then 
his report indicated that Dr. Sams himself, in addi- 
tion to this primary toxic photosensitivity, had 
developed a photoallergic sensitivity, or a contact 
photodermatitis to the oil of Persian lime. 

In this paper Dr. Sams brings definite evidence of 
the allergic nature of his cases of contact photo- 
dermatitis, and, it seems to me, ‘his is the first re- 
port to call attention to photocontact dermatitis 
from sun-protective creams. At first glance it might 
seem strange that a sun-protective cream should 
cause sun-sensitivity. However, this is not so sur- 
prising} actually, the same quality which makes a 
chemical a photosensitizer, also makes it a sun- 
protective cream. It is a law of physics that radia- 
tion cannot produce an effect unless it is absorbed. 
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Photosensitizers react to radiation of a certain 
wave length because they absorb this radiation. But 
if the same chemicals are applied in a strong enough 
concentration, then they do absorb all of the offend- 
ing radiation before it can reach the skin and react. 
In this way the same substance becomes a sun-pro- 
tecting agent against the same wave length. This 
is known in the case of other photosensitizing 
agents, such as eosin, hematoporphyrin, sulfanil- 
amide, and coal tar. The opposite is not necessarily 
true, but in Dr. Sams’ cases, the sun-protective 
agent has become a sensitizer. 

This dual action as photosensitizers and light 
protectors, explains those of Dr. Sams’ experi- 
mental observations where the allergic papular 
eruption occurred at the edges of the applied sun- 
protective chemical. The area of direct application 
was protected, but there apparently was enough 
diffusion of the material into the surrounding skin 
to produce the photoallergic reaction. 

Dr. Sams stresses the point that this contact 
photodermatitis produced a papular and a papulo- 


vesicular dermatitis and not a bullous reaction. My’ 


one-track mind suggests that these cases may pre- 
sent examples of dermal rather than epidermal de- 
layed sensitivity. At any rate, Dr. Sams’ paper 
reminds us how much there is unknown about pho- 
tosensitivity and contact dermatitis. Research in 
this field of allergic photodermatitis so often is 
hampered by the fact that the sensitizer is not 
known. Rarely, if ever, am I able to identify the 
sensitizing agent in my cases of apparent contact 
photodermatitis, except in an occasional case of 
allergic contact photodermatitis from coal tar. Dr. 
Sams now has at hand several more or less well- 
defined chemicals with which to produce contact 
photodermatitis. 

What impresses me is the tremendous number ot 
cases of contact photodermatitis that Dr. Sams has 
seen, and I think we all should be on the lookout 
for more cases of allergic contact photodermatitis. 
I certainly hope that Dr, Sams will continue these 
important studies. 

Dr. Maurice J. Reuter, Milwaukee: I wonder 
if Dr. Sams would place meadow grass dermatitis 
in this group. This disease was originally described 
many years ago by Oppenheim in the German lit- 
erature. Ten. or twelve years ago, he subsequently 
published a paper in this country. I know that 
when his paper was published here, there were 
many skeptics in the Midwest area. I have had just 
two cases in some 30 years of practice. To help 
convince the skeptics, I furnished Dr. Oppenheim 
with photographs of my patients. The term applied 
to the disease by Oppenheim was dermatitis striata 
pratensis bullosa. 

I suspect that this photodynamic effect of light 
belongs in the phototoxic group rather than the 
photoallergic. They are rather curious cases and 
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must be extremely rare. The lesions consist of vesi- 
cles and bullae in long stripes and are followed by 
marked pigmentation on involuting. I was unable to 
reproduce the disease either with direct sunlight or 
with ultraviolet light. The lesions, in my two pa- 
tients, were caused by wild parsnip. The patients 
were playing ball, wearing shorts, perspiring exces- 
sively, and were exposed to bright sunlight. 

Dr. Witey M. Sams, Miami, Fla.: I wish to 
thank Dr. Allington and Dr. Epstein both for their 
discussion and for the suggestions they have offered 
concerning these observations which I have re- 
ported. The frequency with which I have been able 
to produce reactions with certain photosensitizing 
materials led me at first to the belief that I was 
dealing with a photodynamic type reaction with lime 
oil, bergamot oil, and similar materials. Further 
study, and subsequent failure to produce these reac- 
tions in other individuals has convinced me that 
there exist differences in individual susceptibility, 
which cannot be explained solely by physical factors 
of time of exposure, concentration of the sensitizing 
agent, thickness of the stratum corneum, or pre- 
vious exposure of the tested site. The facts observed 
are explained only by assuming the acquisition of 
an altered state of reactivity, which is apparently 
of more frequent occurrence in the reaction of photo- 
sensitivity than is the case with ordinary epidermal 
contact sensitivity. 

Photosensitive reactions have been described fol- 
lowing contact with a large number of plants, many 
of which fall in the Rutaceae and Umbelliferae fami- 
lies. Dr. Rothman’s interpretation of “digalloyl 
trioleate” as tannic acid oleate may indeed be cor- 
rect, and some of these preparations have had pre- 
vious use as screening agents. 
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Hibernoma is the term which has been 
given to a very rare human neoplasm of 
brown fat. Brown fat is a little understood 
tissue which has been found in many dif- 
ferent animals, including man.’ It is most 
highly developed in hibernating animals and 
for a long time was thought to play an im- 
portant role during the state of hibernation ; 
hence, the name “hibernating gland.” It has 
also been known as the interscapular gland, 
the primitive fat organ, the adipose gland, 
as well as being called more simply, brown 


‘ adipose tissue or glandular fat. Investiga- 


tions into the functions of brown fat have 
failed to prove that it is directly connected 
with hibernation,* or that it serves in any 
way as an endocrine gland. The present 
thought among zoologists and anatomists is 
that it is a special fat, different from adipose 
tissue,t but to which as yet no special func- 
tion can be ascribed. 

Recent interest in hibernomas has been 
stimulated by the excellent review by Brines 
and Johnson in 1949.4 They presented a 
summary of the known facts concerning 
brown fat and reviewed the literature up to 
that date for tumors of this tissue in man. 
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+ References 1 to 3; Fawcett, D. W.: Personal 
communication to the authors. 


They found nine cases of hibernomas which 
they considered probably authentic and 
added one of their own. In addition, they 
noted seven other cases that might possibly 
fall into this category, but the evidence was 
not definite enough to establish this diag- 
nosis. Since then, 11 other cases of hiber- 
nomas have been reported.{ This makes a 
total of 21 cases described. 

Because of the rarity of this tumor and 
also because it presents a problem for con- 
sideration in dermatologic diagnosis, we are 
presenting a résumé of the pertinent facts 
concerning brown fat and reporting four 
additional cases of this unusual tumor. 


BROWN FAT 


Brown fat was described as long ago as 
1670 by Velsch.§ Since that time, it has 
been found in more than 50 different ani- 
mals. While this tissue is most prominent 
in hibernating animals, it is also found in 
such nonhibernating mammals as the rat, 
mouse, monkey, and man. In most animals, 
brown fat is found as a mass in the superior 
mediastinum situated about the atrophied 
thymus. From this area, it extends into the 
intermuscular septa of the cervical area and 
into the axillary fossa. In hibernating ani- 
mals, the bulk of the brown adipose tissue 
is found as two symmetrical elongated 
masses on either side of the midline in a 
depression between the scapulae. In addi- 
tion, this tissue is found along the great ves- 
sels of the mediastinum and also around in 
the perirenal area.. 

In the embryo, brown fat arises from a 
specific anlage which is constant in its dis- 
tribution. No new areas of brown fat appear 
during ' postnatal life. 





+ References 5 to 14. 
§ Velsch, G. H., cited by Rasmussen. 
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M Inhrosi mus: dorsi 


Fig. 1.—Axillary lobe of the hibernating gland 
from an adult woodchuck (reproduced by permuis- 
sion from Plate 5, A. T. Rasmussen; J. Morphol. 
38:199, 1923, published by Wistar Institute of 
Anatomy and Biology, Philadelphia). 


In humans, this tissue has been found in 
fetuses.. Its length may be one-fourth that 
of the crown-heel measurement.’® In the 
adult, brown fat is regularly found as scat- 
tered islands along the esophagus, trachea, 
large vessels of the mediastinum, dorso- 
cervical and interscapular regions, and also 
about the kidneys.|| 

On gross examination, “the hibernating 
gland” is brown in color and has a dis- 
tinctly glandular external appearance which 
some authors have likened to that of the 
pancreas or the salivary gland. One of its 
chief characteristics is that it is highly vas- 





|| Reference 3; Koneff, A. A.: Personal com- 
munication to the authors.- 


TABLE 1.—Morphological Differences Between 
Brown Fat and Adipose Tissue 








TaBLeE 2.—Cytochemical Differences Between 
Brown Fat and Adipose Tissue 














Brown Fat Adipose Tissue 
Gross 
Appearance Glandular—lobulated Lardaceous 
Color Tan to deep brown White to yellow 
Circulation Very highly vascular Less vascular 
Location Along mediastinal Generalized 
struetures 
interscapular area and 
perirenal area 
Microscopic 
Shape of cells Polygonal Circular 
Size 25 microns 50 microns plus 
Cytoplasm Multiocular (fat droplets) Unilocular 
’  Ooarse—granular Uniform 
Nucleus Centrally placed Laterally placed 
Spherical Oval 
Prominent nucleoli 
150 


Brown Fat Adipose Tissue 
Crystallization Rapid—curving 20-80 minutes 
needles (fusiform plates) 
Phospholipids Unusually rich Little or none 
Glycogen Large amounts Rarely found 
Metabolism Very high 
Physiological 
Differences to 
Alarm reaction Intense and rapid No change 
loss of lipids 
Hypophysectomy Loss of lipids No change 
Adrenalectomy Loss of lipids No change 
Feeding thiouracil Loss of lipids No change 
Androgen activity Questionable None 





TABLE 3.—Characteristics of Hibernomas 








Novy and 
Previous Cases Wilson’s Cases 

Sex Incidence the same 3 female, 1 male 
Age 18 to 52, average 36 32 to 60 yr. 
Duration 3 wk. to 12 yr., average 4 wk.-20 yr. 

6 yr. 
Location Interscapular and scapular Upper back 

areas 

Axillae; lower cervical Right scapula 

areas 

Intrathoracic—3 cases Right axilla 

Popliteal—1 case Left abdominai 

wall 
Symptoms Usually none (thoracic— None 
+ cough) 

Examination Firm, nontender, mobile Same 
Size 4 to 19 cm., average 10 cm. 3-12 cm. 
Diagnostic Location; dilatation of 
clues cutaneous vessels; increase 

in local temperature 

Pathology 

Gross Encapsulated—lobulated 

Color—tan to dark brown; highly vascular 
Microscopic Similar to normal brown fat except varia- 


tion in size of cells 





cular. This has been demonstrated by Faw- 
cett,? using the India ink injection technique. 
His study shows that brown fat is many 
times more vascular than white adipose 
tissue. 

Microscopically, brown fat is made up of 
lobules with distinct connective tissue septa 
in which are many blood vessels. There is a 
marked difference between the cells of brown 
fat and those of white adipose tissue. The 
cells of brown fat are polygonal, while those 
of ordinary adipose tissue are circular. 
Brown fat cells are usually about half the 
size of those of adipose tissue, the former 
being about 25y to 50» in diameter, the lat- 
ter 50u or more, The cytoplasm of brown 
fat cells is coarse and granular and takes an 
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esoinophilic stain. One of the major differ- 
ences between brown and white adipose 
tissue cells is the distribution of fat. In ordi- 
nary adipose tissue cells, the fat is unilocular, 
while in brown fat cells it is multilocular. 
These locules vary in size and number, with 
usually six or more in each individual cell. 
The nucleus of brown fat cells is ordinarily 
centrally placed, spherical, highly basophilic, 
containing. prominent nucleoli. This is in 
contrast to adipose tissue cells, in which the 
nuclei are situated at the periphery and are 


' flattened and oval in shape. 


Fig, 2. — Photomicro- 8, af 
graph showing the junc- * ; 
tion of white fat on the 
left of the figure with 
brown fat on the right as 
found in the rat (repro- 


Plate 7 and Fig. 27, D. W. aa 
Fawcett, J. Morphol. 90: 
403, 1952, published by % 
Wistar Institute of Anat- 

omy and Biology, Phila- « 
delphia). beck: 


a 


The color of brown fat is due in part to 
its vascularity, but after perfusion it still 


_ retains a brownish color not unlike that of 


washed liver. This remaining color is 
thought to be due to the oxidation prod- 
ucts of phospholipids.” 


Extensive cytochemical studies have been 
carried out by Faweett.? While he was un- 
able to demonstrate any substance in one 
type of adipose tissue which was not present 
in the other, there was a great quantitative 
difference. The following are the most im- 
portant observations. He found that crystal- 
lization was rapid in brown fat and that the 
crystals appeared as fine curving needles. In 
adipose tissue, crystallization was much 


slower and fusiform plates were formed. 
The rapidity of ‘crystal formation in brown 
fat is suggestive of more highly saturated 
neutral fats. Staining with osmic acid also 
substantiated this observation. Brown fat 
was found to be unusually rich in phospho- 
lipids, while in adipose tissue there is little 
or none. Phospholipids are important inter- 
mediates in the synthesis of neutral fat. An- 
other significant cytochemical variation was 
that glycogen appeared constantly in brown 
fat, but only under rare circumstances, as in 
hyperglycemia, is it found in white adipose 


% eee” 





tissue. Thus, Fawcett believes that the me- 
tabolism of brown fat is at a very high level. 
He was unable to demonstrate cholesterol, 
vitamin A, or vitamin C in either type of fat. 


Because of its glandular appearance, the 
physiology of brown fat has been investi- 
gated by many workers. They have found 
that this tissue behaves differently from 
ordinary adipose tissue. Selye and Timiras ** 
subjected rats to the alarm reaction (keeping 
the animals at 0 to 5 C) and found a marked 
change in the brown fat. All of the lipids 
involuted, and the structures became edem- 
atous, with a loss of the sudanophilic gran- 
ules. The glycogen granules also disappeared. 
White adipose tissue showed no change. 
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From their experiments, they believe that 
this structure has an adrenal-like action be- 
cause the adrenal gland also loses its lipids 
very rapidly under similar circumstances. 

In hypophysectomized mice, Fawcett and 
Jones ** found that the brown fat cells grad- 
ually lose their stored lipids, while there is 
little or no change in ordinary adipose tis- 
sue. This same effect was noticed after 
adrenalectomy. This loss of lipids in the 
brown fat cells could be prevented by the 
administration of adrenocorticotropic hor- 
mone in hypophysectomized mice. From this, 
they conclude that adrenocortical activity is 
required for the normal metabolism of brown 
fat. They also fed mice thiouracil and noted 
a marked decrease in the size and numbers 
of globules in the brown fat, similar to the 
previous observations but Jess severe and 
taking longer to develop. Clinically, there 
has been observed in some cretins a hyper- 
trophy of brown fat in the lateral aspects of 
the lower posterior cervical region. When 
these patients were treated with thyroid 
extract, there was also an involution of 
these masses.® 

Sweet and Hoskins * in 1940, using the 
capon comb inunction method, described an 
androgen-like activity from the brown fat 
of woodchucks. They found this activity was 
equal to that of bull testis. Fawcett,? how- 
ever, was unable to demonstrate in mice or 
rats any birefringence or autofluorescence 
characteristic of steroid hormones. 

These observations are suggestive of en- 
docrine relationships but do not show a 
definite endocrine function. 


In summary, then, brown fat differs from 
ordinary fat in its distribution and in its 
gross and microscopic appearance. Embryo- 
logically, in lower animals, it has a specific 
anlage. In man, both in embryos and in 
adults, cells similar to those of brown fat 
are found at the same locations as in lower 
animals. Brown fat differs from ordinary 
adipose tissue by cytochemical analysis, par- 
ticularly in its crystallization and high con- 
tent of phospholipids and glycogen. It also 
differs in its response to various physio- 
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logical experiments, but none of these in. 
vestigations has revealed a specific function 
for this tissue. 


HIBERNOMAS 


The name hibernoma was proposed by 
Gery ** in 1914 in discussing Bonnel’s case,” 
because of the similarity of the cells com- 
posing this tumor and those of brown fat 
found in many mammals. This, of course, is 
an incorrect term because brown fat does 
not control hibernation, and there is still a 
question whether these cells are the same as 
those in man. Gery ** himself in 1951 de- 
nounced the term hibernoma as “a sin of 
his youth.” However, because of its in- 
triguing meaning and its euphony, the term 
hibernoma continues to be used to describe 
this tumor. 

The first case described was that by Mer- 
kel in 1905. Since then, 21 cases have been 
recorded, The great majority of these tumors 
have been situated in the interscapular area, 
the lower cervical region, and the axillae. 
One case ‘was described involving the poplit- 
eal space, and three have been reported intra- 
thoracically, situated at the left cupola of the 
thorax. The incidence was equally divided 
between the two sexes. The average age at 
the time of operation was 36 years. This is 
best explained by the fact that these tumors 
are asymptomatic and grow very slowly, 
having been noted by the patient for years. 
The average duration in the cases reported 
was found to be about six years. Patients 
do not seek surgical intervention until the 
growth encroaches on surrounding struc- 
tures and causes mechanical difficulties. The 
intrathoracic hibernomas were discovered in 
an effort to find the reason for chronic 
cough. 


On examination, hibernomas are freely 
movable, firm, and only slightly lobulated. 
They are nontender on pressure. Because of 
their long duration, the tumors removed so 
far have been large, averaging 8 to 10 cm. 
in diameter and arising above the surround- 
ing skin from 3 to 5 cm. 





{| Merkel, cited by Brines and Johnson.* 
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There are only a few clinical clues to dif- 
ferentiate hibernomas from ordinary lipomas 
and other subcutaneous new growths. First 
is their location, about the shoulders, lower 
neck, and axillae. Second, because of their 
high vascularity, there is a dilatation of the 
vessels of the subcutaneous tissues. Also, 
the area involved has an increased warmth 
for the same reason. 

The correct diagnosis of hibernoma so 
far has been made only by the pathologists. 
On gross pathological examination, these 
. tumors are encapsulated, are highly vascular, 


Fig. 3. — Photomicro- 
graph of brown fat in an 
adult human situated be- 
tween the thyroid and 
parathyroid glands show- 
multilocular cells with 
round centrally placed 
nuclei (courtesy of A. A. 
Koneff). 


and: have a tan to brownish color. The cut 
section has been variously described as lobu- 
lated (like normal pancreas), putty-like, or 
muscular. On microscopic .examination, the 
sections show the lobules to be separated by 
vascular connective tissue septa. The lobules 
are made up of cells of varying size. These 
cells are similar to those found in normal 
brown fat. They are polygonal, with a coarse 
network throughout the cytoplasm, showing 
many vacuoles of different sizes, which take 
fat stains. The nucleus is centrally placed, 
round, and has prominent nucleoli. Inter- 
spaced throughout the tumors are a few cells 
that show unilocular fat similar to ordinary 
adipose tissue cells. 


Hibernomas are essentially benign. To 
date there have been no recurrences re- 
ported after removal, nor have there been 
any cases showing metastases. However, 
further studies may show that some of the 
rare liposarcomas and other sarcomas may 
have originated in this brown fat. 


REPORT OF CASES 


Case 1—C. G., a 34-year-old white woman, 
entered the U. S. Naval Hospital, Oakland, on 
Nov. 24, 1948, because of a mass on the upper por- 
tion of the back which had been present since child- 
hood and had enlarged in the past three years. On 





examination, the patient had a subcutaneous tumor 
situated in the subscapular area. A clinical diagno- 
sis of lipoma was made. The tumor was removed 
under local anesthesia and found to be highly vas- 
cular, purplish, almost liver-colored, with a smooth 
surface. 


Pathological Examination—Gross Description: 
The specimen consisted of a light tan, solid, en- 
capsulated piece of tissue measuring 7X4 X1.5 cm. 
On one surface there was a small amount of yellow- 
appearing fatty tissue. On cut section the tissue 
appeared to be similar to striated muscle; it was 
homogeneous and maintained the light tan color. 

Microscopic Description: Sections of the tissue 
showed it to be composed of large cells arranged 
in small groups, separated by loose fibrous connec- 
tive tissue stroma with a fairly distinct cell outline 
and a pink-staining cytoplasm, much of which was 
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vacuolated. The nuclei when seen were small and: 


round, having well-defined central nucleoli, for the 
most part centrally placed in the cells. Only a few 
cells were noted scattered throughout the tissue, 
which showed complete vacuolization and pushing 
of the nucleus to the periphery such as seen in nor- 
mal adult fatty tissue. The diagnosis of hibernoma 
was made. 


Case 2.4—T. G.,a white woman, aged 32, was first 
seen July 17, 1950, because of an asymptomatic 
growth on the right shoulder which she had noticed 
only a few weeks before. On examination, a sub- 
cutaneous tumor situated over the blade of the 
right scapula measuring 7 cm. in diameter was 
found. A clinical diagnosis of lipoma was made. 
At operation, a tumor mass was found which was 
soft and had very distinct brownish color. Because 
of the appearance of the lesion, it was removed with 
the surrounding tissue by sharp dissection. At the 
time of operation, a frozen section. was done, and 
the diagnosis of a benign tumor was made. The 
operation presented some technical difficulties be- 
cause of the vascularity of the tumor. 


Pathological Examination.*— Gross Descrip- 
tion: The submitted specimen consisted of an ap- 
parently discrete encapsulated fatty mass of tissue 
removed from the region of the right scapula, meas- 





# This case is presented through the courtesy of 
Drs. J. Lunsford, H. V. Allington, and E. Taylor, 
Oakland, Calif. 


* Pathologic examination was performed by Dr. 
Paul Michael, Peralta Hospital, Oakland, Calif. 


Fig. 4. — Photomicro- 
graph, high power, of the | 
hibernoma from Case 3 
showittg large multilocu- 
lar cells with prominent 
centrally placed nuclei. 
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uring 5X4 cm. in size. This was somewhat pig- 
mented, tawny yellow, and red with mottled areas 
of deep yellow. 

Microscopic Description: The microscopic sec- 
tions showed the tumor to be composed of cells of 
fairly uniform size, ranging from 20H to 25u in 
diameter, with an acidophilic staining reaction. They 
had definite cell outlines with small nuclei. The 
cytoplasm appeared granular and somewhat foamy. 
A few larger cells were seen, ranging up to 30 in 
diameter. Here and there were some large, vacuo- 
lated cells which appeared to be of more mature 
fat origin. In some areas there was a moderate 
amount of edema which widely separated the cells, 
while elsewhere the cells were closely packed, giv- 
ing a honeycombed appearance to the tumor. The 
pathological diagnosis was hibernoma. 


CasE 3.t—A 47-year-old woman of Italian par- 
entage was seen because of a growth on her right 
side. This had been present for six months and 
had been slowly enlarging. Examination revealed 
a subcutaneous, well-defined mass measuring 2x3 
cm., situated in the right chest wall at the axillary 
line. It was painless, movable, and soft. The clin- 
ical impression was a benign subcutaneous tumor. 
It was excised, and the lesion was found to be 
ovoid and well encapsulated. 





+ This case was presented by one of us (J. W. W.) 
through the courtesy of Drs. H. O. Curth, New 
Vork, and P. Stein and M. J. Eisen, Yonkers, N. Y., 
before the American Academy of Dermatology and 
Syphilology, Exhibit and Panel Discussion on 
Histopathology, Case 2, Chicago, Dec. 9, 1953. 
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Pathological Examination.—Enclosed in a loose 
areolar stroma throughout which large blood ves- 
sels were profusely distributed were lobulated 
masses of cells, 20% to 40 in diameter, circular or 
oval in outline. The majority of these cells con- 
tained a centrally located nucleus with one or more 
nucleoli and a coarsely granular cytoplasm. Some 
cells were seen to duplicate the picture of mature 
fat cells with a single locule of fat which had 
pushed the nucleus completely to one side. Between 
these two extremes, cells were seen to contain 
globules of fat of all sizes from the “granules” pre- 
viously alluded to, coalescing into larger and larger 
locules and finally into a single locule, the mature 
fat cell. Because of the characteristics of these 
cells, the diagnosis of a hibernoma was made. 

Cass 4.{—A. P., a 60-year-old male patient, gave 
a history of a slow-growing, nontender, and 
painless tumor situated in the wall of the left lower 
abdomen and extending somewhat laterally and 
caudad. It was surgically removed in November, 
1950. 

Pathological _Examination—The specimen was 
a yellow-brown, encapsulated tumor weighing 240 
gm. It measured 128 x3 cm. and on section it 
showed a yellowish-brown, translucent tissue, with 
some areas of degeneration. 

Microscopically, the tumor showed numerous 
foamy, immature fat cells intermixed with rather 
large numbers of adult fat cells. The cells were 
large and granular and contained multiple tiny 
vacuoles in the cytoplasm. The tumor was some- 
what divided into lobules. The microscopic diag- 
nosis was hibernoma. Dr. Arthur Purdy Stout con- 
curred in this diagnosis. 


SUMMARY AND CONCLUSIONS 


In many animals, hibernating and non- 
hibernating, including man, there is a dis- 
tinct type of brown, highly vascular fat 
which occurs in definite locations. Histo- 
logically, the cells composing this tissue dif- 
fer from ordinary fat. Brown fat under 
various physiologic conditions responds dif- 
ferently than ordinary white adipose tis- 
sue, but does not appear to have a specific 
function. 

Tumors composed of cells indistinguish- 
able from brown fat cells, occur in man; so 
it is logical to assume that they arise from 
this tissue. These tumors have been named, 
incorrectly, hibernomas. 

Four cases of hibernoma are reported. 


a 


t This case is presented through the courtesy of 
Drs. G. L. Dybdahl, and J. C. Roos, Los Angeles. 





ABSTRACT OF DISCUSSION 


Dr. Cart Laymon, Minneapolis: In all prob- 
ability most dermatologists have ‘had little or no 
experience with the neoplasm termed hibernoma. 
Most cases are seen and treated by surgeons, and 
reports concerning the tumor have appeared for 
the most part in journals devoted to pathology, 
surgery, or anatomy. Drs. Novy and Wilson are 
to be commended highly for calling the attention 
of dermatologists to these growths involving brown 
fat. Their report is clear, concise, and most inter- 
esting. 

As the authors stated, little is known concerning 
the physiologic activities of brown fat in either 
animals or man and at present the function of this 
tissue is not exactly defined. Studies have shown, 
however, that it is one of the most sensitive indi- 
cators of diseases of adaptation in animals. Various 
experiments have proved that it is not an impor- 
tant source of food in hibernating animals. 

Drs. Novy and Wilson mentioned experiments 
with brown fat which suggested endocrine rela- 
tionships. Wendt, (Cancer, 5:364-368, 1952), for 
example, reported a lowering of the metabolism of 
hibernating hedgehogs of 20%-30% in two or 
three hours by injections of an extract of brown 
fat. 

Hook (Proc. Soc. Exper. Biol. & Med. 45:37-40, 
1940) noted a definite-decrease of the heat produc- 
tion in rats by the injection of an extract of brown 
fat obtained from ground squirrels and woodchucks 
in which hibernation had been artificially induced. 
These studies are highly suggestive that brown fat 
in animals may have an endocrine function related 
to body metabolism. 

As was mentioned in the presentation, hibernomas 
run a benign course, but the authors cautioned that 
studies may show that some of the rare liposar- 
comas may have originated from this tissue. Sym- 
mers in 1944 (Arch. Path. 37:180-184, 1944), re- 
ported two interesting cases. One patient, a boy 
aged 3 months, died of inanition. An autopsy 
showed that there was extensive dissemination of 
nodules of red tissue that resembled “primitive fat 
organs” microscopically. The other case was that 
of a man 70 years of age in whom a sarcoma arose 
from unidentified precordial bodies. Some of the 
cells were polygonal and contained fat. These two 
cases tend to support the view of the authors today 
that possibly the tissue from which brown fat 
tumors develop may undergo malignant transforma- 
tion. 

Finally I wish to congratulate Drs. Novy and 
Wilson on their worth-while contribution. 

Dr, Maurice SULLIVAN, Baltimore: When we 
were working on the nutritional approach to ex- 
perimental dermatology, we produced a generalized 
dermatitis in rats reared on a diet deficient in 
biotin (Sullivan, M. and- Nichols, J.: Arch. Dermat. 
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& Syph. 45:295-314, 1942). Microscopic examina- 
tion revealed marked atrophy of epidermis covered 
with thick layers of desquamating scales mixed 
with sebum and copious brown fat. It is interesting 
to speculate what connection there might be be- 
tween biotin deficiency and the tumors described by 
Dr. Novy. 


Dr. Ervin Epstein, Oakland, Calif.: Before pre- 
viewing this paper, I was unacquainted with the 
tumor that Drs. Novy and Wilson presented so ex- 
cellently this morning. However, soon after read- 
ing the paper, I was exposed to a case that differed 
so dramatically from the cases that they described, 
that I feel it is worth presentation before this Asso- 
ciation. cae 

The patient was a white woman, 85 years of age, 
who, in April, started to lose weight and go down 
hill. In May, she was examined by a competent 
internist, who found nothing of significance. The 
following month, she noted the appearance of multi- 
ple nodules on her chest and back. In July, she 
returned to the internist, who found two nodules in 
each breast and one on the back. A roentgen exam- 
ination of the chest revealed another nodule in the 
subclavicular area. The nodules were firm and 
growing rapidly. The overlying skin was purplish 
and was attached to the tumors. A clinical diag- 
nosis of carcinoma of the breast with metastases 
was made. ; 


However, since there was a possibility that the 
neoplasms might represent a lymphoblastoma or 
other radiosensitive tumor, a biopsy was performed. 
This revealed that the new growths were hiber- 
nomas. The patient died two months later, but an 
autopsy was not permitted. Therefore, it should be 
recognized that hibérnomas may be malignant or 
at least may simulate a malignant tumor. 

Dr. Hamitton MontcoMEry, Rochester, Minn. : 
I have been fortunate in studying some of Dr. Wil- 
son’s cases and of having material sent to me of 
another case seen on the Pacific Coast. If one 
doesn’t have the opportunity of doing fat stains and 
if one simply has H-and-E-stained section, there is 
a striking simularity between the granules in the 
cells in hibernomas and those seen in the cells in 
granular ceil myoblastoma. Possibly some cases 
reported as being the latter condition would, on re- 
view, prove to be hibernomas. 

Dr. Herman V. Atiincton, Oakland, Calif.: I 
saw one of Dr. Novy’s patients before he did. The 
lesion was on the upper back, and I accepted it as 
a lipoma and referred it to a surgeon for excision. 
It was not until later that I learned its true na- 
ture. In retrospect, I believe I can think of several 
other cases with lesions which may well have been 
this, though they never came to surgery because 
they did not bother the patient and were noted only 
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incidentally in the course of seeing the patient for 
other conditions. 

I think, therefore, this may be commoner than 
Dr. Novy has indicated. I think that we should 
keep these tumors in mind and perhaps at least 
subject them to biopsy. If they are found to be 
hibernomas, the patients deserve careful general 
study so that more can be learned of the significance 
of this condition. 

Dr. Hermann Pinxus, Monroe, Mich.: Dr, 
Novy was kind enough to let me see his manuscript 
before the meeting. As Dr. Osborne’ A. Brines, who 
presented the first review of this tumor in the 
American literature, happens to be professor of 
pathology at Wayne University, in Detroit, I asked 
him if he had seen any additional cases. He said 
that he had not seen any more cases of his own, 
but that since 1949 he had about 10 cases sent in 
for his opinion and consultation. 


Apparently, therefore, the pathologist, even if he 
is aware of the existence of hibernoma and looking 
for it, does not see many of these cases. But it is 
quite possible that we dermatologists might be 
luckier now that this entity has been called to our 
attention. Usually, when I diagnose a subcutane- 
out tumor as a lipoma I advise the patient to leave 
it alone. In the future, if the tumor is in the inter- 
scapular region I shall excise it and find out 
whether it is a hibernoma. 


Dr. Frepertck G. Novy Jr., Oakland, Calif.: I 
have been very much interested in this tissue, and 
it is too bad that we can’t find out more about its 
function. One of the difficulties is that this is such 
a diffuse tissue that it cannot all be removed. The 
result is that one cannot experiment with an animal 
that is free of brown fat. 


I think that we have to be guatded about our 
prognosis of hibernomas. While those reported so 
far have been benign, I would not be surprised if, 
by the time they become better recognized, there 
are going to be some that show true malignant 
tendencies. 

I believe that Dr. Epstein’s case is the first one 
with multiple lesions. All the others have had 
single lesions. 
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Ehlors- Danks Syndrome 


Report of Two Cases with Hypophyseal Dysfunction 
ZYGMUNT LEWITUS, M.D., Petah Tikva, Israel 


ANNUAL 


The Ehlers-Danlos syndrome is a well- 
defined and distinct clinical entity.1 As its 
leading symptoms are cutaneous and its 
impediment appears at a time when children 
start to walk, most of the information on it 
‘appears in the dermatological and pediatric 
literature.* Only a few reports have been 
published in journals:of more general in- 
terest ¢ ; however, the disease is neither par- 
ticularly a pediatric nor a dermatological 
one. It is thought of by most authors as a 
general developmental disturbance of the 
mesenchyme. The etiology is probably based 
on a germ plasma mutation, as emphasized 
by its hereditary and familial tendency and 
frequent coexistence with other congenital 
anomalies.’° 

The main constituent features or signs, 
not all of which need to be present in the 
same case, are in short ?° as follows: 


1. Hyperelasticity of the skin. 

2. Hyperextensibility of joints. 

3. Skin friability, especially over bony 
prominences as elbows and knees, giving 
rise to the very characteristic, almost pathog- 
nomonic “papyraceous” scars. 

4. Soft, molluscoid, cyst-like pseudotumors 
in loose connective tissue, due to traumatic 
fat necrosis in subcutaneous tissue and ab- 
normal healing tendency. 





Submitted for publication July 14, 1955. 

From the Medical Department A, Beilinson 
Hospital (Chief: Dr. M. Leffkowitz). 

* References 6 and 7. 

+ References 8 and 12. 
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5. Occasionally, freely movable pea-sized 
spherules which are of the same origin as 
the pseudotumors but which become free 
under the loose skin by gradual thinning 
and atrophy of their fat pedicles.* 

A detailed discussion on the subject can 
be found in some excellent papers review- 
ing the literature,t but the infrequency of 
the condition and the imperfect knowledge 
of its nature justify the reporting of each 
new observed case, that it may perhaps 
throw some additional light on the causal 
mechanism. 





¢ References 2 and 14. 


Fig. 1 (Case 1).—The acromegalic features of 
the patient and the overextensibility of joints. 
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EHLERS-DANLOS SYNDROME 


This report deals with two cases of the 
fully developed Ehler-Danlos syndrome, 
showing at the same time features of hypo- 
physeal dysfunction. 


Case 1—A 65-year-old man from Iraq, admitted - 


to the medical ward of Beilinson Hospital because 
of an acute myocardial infarction. 


The physical examination revealed an acrome- 
galic man in acute distress, cyanotic and dyspneic. 
The marked prognathy and protruding tongue were 
striking. The heart was enlarged to the left and 
right. On both flanks of the abdomen were pal- 
pable masses, which on x-ray examination proved 
to be two huge polycystic kidneys. On the knees 
were seen three round, large, typical scars, 3 cm. 
in diameter, which were depigmented, ballooned 
out, and like “cigarette paper.” This suggested the 
possibility of Ehlers-Danlos syndrome, which was 
confirmed on further examination. The skin was 
fragile, bruising slightly, of an abnormal elasticity 
and hyperlaxity, which allowed it to be pulled 
away for a few inches like a rubber sheet, subse- 
quently returning, on release, to its previous posi- 
tion. The joints, especially those of the fingers and 
wrists, were overextensible to an abnormal degree. 
In the subcutaneous tissue of both arms, movable, 
small, hard, and nontender nodules were felt. Over 
both knees, but especially on the lateral aspect of 
the left knee, a fist-sized, tumor-like soft mass 
bulged out. It was fluctuating and movable, and 
on puncture yielded a straw-colored oily fluid. 
According to the family’s statement, the patient, 
who was never “good in running,” fell on his knees 
at a young age and the knees did not heal for a 
long time. The tumor-like masses which appeared 
subsequently were interpreted at that time, in Iraq, 
as being tuberculous. 


Ail the laboratory examinations, including x-ray 
of the sella turcica, were normal, except for the 
ECG which showed signs of myocardial infarction, 
and findings of albumin and casts in the urine. 


Fig. 2—The papyraceous scars over the knees. 
The arrow points to the molluscoid pseudotumors. 








Fig. 3—Elastica stain of the subcutis (x 170) 
with loose collagen bundles. 


Both sons of the patient showed acromegalic 
features to a somewhat slighter degree, but no 
abnormalities of the skin. 

CasE 2.—A 16-year-old boy, seen in ambulatory 
consultation at the Kupath Cholim Central Clinic. 
He showed the features of a pseudo-Frohlich syn- 
drome with gynecomastia, hypogonadism, no pubic 
hair but rich scalp hair, and a low forehead hair 
line. There was no disturbance of growth; the 
sella turcica was normal, and excretion of the 17- 
ketosteroids and FSH hormones was diminished. 
All other laboratory findings were normal. 

The boy’s skin showed the characteristic velvety 
touch, was easily bruisable and hyperelastic. All 
the joints were hyperextensible, and over both 
elbows grape-sized nodules of cyst-like consistence 
were palpable. Over his elbows and knees hyper- 
and hypopigmented, characteristic papyraceous scars 
of different sizes and shapes were found. Over his 
left eyebrow was a broad scar due to a separation 
of a sutured wound. 

His older brother was known as a “rubber” man. 
His mother showed similar skin scars as the only 
abnormality. 


COMMENT 


These two cases show quite distinctly the 
fully developed Ehler-Danlos syndrome, 
which, once recognized, can be easily diag- 
nosed whenever encountered. It is the pau- 
city of the literature (not more than 100 
cases have been reported till now) that 
makes this entity a rare one as listed in 
Parkes Weber’s monograph, “Rare Dis- 
eases.” But Parkes Weber himself?® and 
many others,§ believe that the disease may 
be in reality much less rare, as there are so 





§ References 2, 15, and 16. 
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many “formes frustes.” || This may best, be 
seen in families where one member may have 
a well-developed syndrome, while the others 
show but’ single symptoms as illustrated in 
Case 2. The association with other pre- 
natal developmental errors is seen in Case 1, 
with polycystic. disease of the kidneys, an 
anomaly until now not yet listed in connec- 
‘tion with Ehlers-Danlos syndrome.f An 
acromegalic constitution is mentioned also 
by Parkes Weber in discussing dysplasias 
and dystrophies of subcutaneous tissue.’® 
The etiology of this syndrome is unclear and 
remains a subject of speculation. Parkes 
Weber assumed a development mesen- 
chymal dysplasia, as the cause, whereas most 
authors accept the mutation genesis theory.# 
Ronchese ?#* was the first, and after him, 
Burrows * and Dobrosworskaya,* who im- 

' plicated an abnormality of the endocrine sys- 
tem as an etiological factor. Lately, Kanof + 
renewed this view, reporting two cases with 
Ehler-Danlos syndrome and signs of hyper- 
corticalism. Assuming the role of the adre- 
nals as of etiological importance in this 
syndrome, he points out, as Laane also does, 
the similarity of the skin changes in Cush- 
ing’s disease as well as in some cases after 
prolonged treatment with cortisone and cor- 
ticotropin. 


Contrary to this conception, one may point 
out that not all cases receiving steroid treat- 
ment develop these changes, and that similar 
disturbances may be seen in different pitui- 
tary disturbances. This is well illustrated 
by our cases, which both show hypo- 
physeal dysfunction signs, one of hyperfunc- 
tion and the other of hypofunctional nature. 
This may perhaps be interpreted in a sense 
that the disturbance in Ehler-Danlos syn- 
drome may not be a peripheral one at the 
level of the adrenals, but of the hypothalmic- 
pituitary axis. In general it may be said that 
as long as we are not able to fraction and 





|| References 2, 7, and 10. 

{ References 1, 13, and 17. 

# References 2, 10, 12, and 15. 
* Cited by Johnson and Falls.? 
+ References 19 and 20. 
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purify the hypophyseal hormones to such a 
degree that the syndrome can be duplicated 
in an experiment, all the theories of its casual 
mechanism must remain conjectural. Recent 
clinical evidence points to an endocrine dis- 
turbance; and the theory that the disease 
may be of genetic origin does not preclude 
the possibility of a glandular dyscrasia '* 
acting as an accessory cause. 


SUMMARY 


Two cases of Ehlers-Danlos syndrome are 
reported. One showed additional congenital 
anomalies of polycystic kidney disease and 
acromegalic features, the second showed 
signs of functional hypopituitarism. The 
probable endocrine dysfunction as a causal 
mechanism is discussed. 

Dr. M. Leffkowitz, head of the Medical Depart- 
ment, gave permission to publish this report, and 
Dr. J. Casper, head of the Pathological Institute, 
provided the histopathological specimen. 
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> a of _Koloids with Thpical Snjections 
of Hydrocortisone aMedlale 


G. ASBOE-HANSEN, M.D. 

H. BRODTHAGEN, M.D. 

and : 

LIS ZACHARIAE, M.D., Copenhagen 


MUNNAR 


Fresh keloids consist of dense bundles of 
collagenous fibrils and an ample mucinous 
ground substance with a high content of 
mucopolysaccharides. Mast cells and fibro- 
- blasts are present in large numbers. Keloids 
of longer standing are less cellular, with 
fibril bundles predominating, whereas the 
ground substance is less ample. 

Since cortisone and hydrocortisone are 
known to influence the chemistry and mor- 
phology of connective tissue cells and to 
inhibit their production of intercellular sub- 


stance,! it is reasonable to expect that keloids . 


would be susceptible to treatment with 
adrenocortical steroids. 

In patients with Cushing’s syndrome 
wounds and scars are apt to become dis- 
tended. This is also observed in patients on 
systemic treatment with corticotropin 
(ACTH) and cortisone. In such patients 
softening of keloids has been noted as well.* 
This effect is, however, too slight and 
undependable to acquire any therapeutic 
importance. A more marked effect must be 
expected from topical injection of hydro- 
cortisone acetate. While the present study 
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was in progress, Coste and associates * 
reported favorable results with topical injec- 
tions of hydrocortisone acetate in a small 
series of keloids. 


EXPERIMENTAL STUDY 


The series observed comprised 56 keloids, 
all of a size small enough to be covered by 
one or two injections and to be assessed 
as an entity. In 28 cases the scars in which 
the keloids arose had been left by vaccina- 
tions, in 4 by acne, and in 24 by burns, 
operations, or contusions. These 56 cicatri- 
cial keloids (in 40 patients) were treated 
with topical injections of hydrocortisone ace- 


Results of Hydrocortisone Treatment of 
Fifty-Six Keloids 








Flattened to level of surrounding skin........... 41 

(Without remmant............. 0. cece cece eee ceee 82) 
Softened and flattened.................ceseeeeeeeee 10 
No significant effect...............cccceeeee cece ees 5 





tatet (25 mg/ml.), 35 to 725 mg., the 
individual doses being limited by the size and 
consistency of the keloids. The keloids had 
existed for six weeks to eight years, on an 
average for two years, nine months. The 
substance was injected into the keloids 
proper, and in cases in which it was impos- 
sible to inject directly into the firm tissue, 
the needle was passed subcutaneously be- 
neath the keloid and the drug injected as far 
as possible into the deeper part of the growth. 
In other instances, a depot could be placed 
in the keloid by first inserting a coarse 
needle, withdrawing it, and filling its path. 





+ Hydrocortisat Leo, supplied through the cour- 
tesy of Leo Pharmaceutical Products, Copenhagen. 
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KELOIDS—HYDROCORTISONE INJECTIONS 





Figs. 1 and 2—Keloid in scar following operation for a tattoo, before and after hydrocortisone 
therapy (252 mg.). Note the subcutaneous atrophy covered by wrinkled skin in Figure 2. 


The injections were given at 8- to 20-day 
intervals. In 11 cases the treatment had to 


be interrupted after one or two injections 
because of pain or for other reasons. 


RESULTS 


Of the 56 keloids receiving injections of 
hydrocortisone, 51 were softened and flat- 


tened, 41 of them to the level of the sur- 
rounding skin. In 32 of these cases the 
keloid disappeared, leaving no remnant or 
only negligible firmness to palpation (Figs. 
1 to 4). In five cases there was no change 
at all after two months of treatment. These 
keloids were of about one, two, two, four, 
and four years’ standing. Itching disappeared 


Figs. 3 and 4—Acne keloids on the chest, before and after hydrocortisone injections 


(45 to 115 mg.). 
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in all cases. Of the 45 keloids in patients 
who completed the treatment, 35 have been 
followed up. One of the patients, seen six 
months after the last injection, exhibited 
recurrence. In the others, no changes had 
taken place within the follow-up period, 
which ranged from 2 to 15 months, averag- 
ing 8 months. 


SIDE-EFFECTS 


In some cases the treatment left a flaccid 
flap consisting of atrophic skin without any 
fibrous content—soft, wrinkled, and un- 
sightly. Yellow steroid crystals were often 
for a time distinctly visible through the 
thin skin. 

In 10 instances, the treatment induced 
transitory atrophy of the soft tissues beneath 
-and adjacent to the keloid (Fig. 2). Intra- 
dermal control injections of 0.5 ml. of the 
suspending fluid three times into the same 
sites did not induce tissue atrophy in these 
patients. Without doubt, this reflects an 
effect on normal tissues of the same nature 
as the desired effect on the keloid. This side- 
effect must be due to hydrocortisone which 
escaped into the normal adjacent tissues 
during or after the injection. During the 
treatment of a keloid in an appendectomy 
scar, hemorrhage and necrosis in the keloid 
occurred, and finally ventral hernia. 


MICROSCOPIC CHANGES 


Microscopic examination showed consid- 
erable changes. The intense metachromasia 
with toluidine blue normally seen in fresh 
keloids was fainter or even absent ; the num- 
ber of demonstrable mast cells was reduced, 
and those still present were small and de- 
granulated. The effect upon the ground sub- 
stance was widespread and marked, mainly 
during the first few days of the treatment. 
During the first one or two days, a con- 
course of inflammatory cells was observed, 
but in the immediate surroundings of the 
hydrocortisone depot there were signs of 
cellular intoxication and destruction. During 
the following days, no or very few cells were 
seen surrounding the depot. Thereafter, the 
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cytotoxic effect appeared to decrease. At 
the end of 7 to 12 days there were increasing 
cellular infiltrations containing highly meta- 
chromatic granulated mast cells, and new- 
formed metachromatic ground substance, 
viz., signs of a brisk new formation of con- 
nective tissue. Gradually the pathologic signs 
yielded to the characteristics of a normal 
keloid. No morphologic changes were dem- 
onstrated in the fibroblasts by histochemical 
methods. In this experiment, the individual 
fibrils were not studied in the electron micro- 
scope. In the light microscope the bundles 
appeared less coarse, taking a fainter stain 
by the van Gieson and Mallory methods, but 
their texture appeared to be unchanged. 


COMMENT AND CONCLUSION 


The therapeutic effect of hydrocortisone 
upon keloids is believed to consist in an ef- 
fect on the ground substance between the 
individual fibrils. While normally the fibrils 
are firmly adherent in bundles, they are now 
afforded a chance of moving in relation to 
each other. 

Hydrocortisone acetate may flatten and 
soften firm keloids. Fresh keloids respond 
more rapidly than keloids of longer standing. 

In most cases the treatment results in 
clinical and microscopic improvement and 
usually in satisfactory cosmetic results. It 
is important, however, to inject the sub- 
stance into the diseased firm tissue, as in 
normal tissue it may induce transitory, dis- 
figuring soft-tissue atrophies. New forma- 
tion of connective tissue is demonstrable 
microscopically 7 to 12 days after the first 
injection. This is no doubt the optimum 
time for the next injection. 


SUMMARY 


Fifty-six keloids were treated with topical 
injections of hydrocortisone acetate. Fifty- 
one were softened and flattened, forty-one of 
them to the level of the surrounding skin. 
Thirty-two keloids disappeared, leaving no 
or negligible remnants; five remained un- 
changed. The follow-up period ranged from 

















MONILIAL PARONYCHIA—TREATMENT 


2 to 15 months. One recurrence was ob- 
served after six months. Undesired, transi- 
tory atrophy of the adjacent soft tissues 
occurred in 10 cases. Not all cases were 
cosmetically satisfactory. 
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A TREATMENT FOR MONILIAL PARONYCHIA 
CHARLES REITER Jr., M.D., San Antonio, Texas 


The following is suggested as an alternative form of treatment for a dermatological condition 
for which standard treatment is not entirely satisfactory. The good results obtained from its use 
were obtained in all of the few cases in which it was instituted. The regimen carried out in our 


office consisted of the following: 


1. Application of a silicone protective each morning. In this series Pro-Derna (a cream con- 
taining 52.5% silicone [polymerized methyl siloxanes] in an inert base—Westwood Pharmacal 
Corporation) was used to protect the fingers from the effect of frequent immersion in water, 
which seems the greatest single factor for the persistence of these cases of paronychia. 

2. The use of any standard fungicide preparation on the nail bed at night. The following 
combination or a variation was most frequently used in our office: 


Resorcinol 
Acetone 
Boric acid 


Water. 4. $00. ois ccc sccessans 


ee ee 


ey 


sins athe samadon's aa eaepemmeas 60.0 


(It is important to apply the medication with a very fine brush, rather than with the standard 
applicator, or orange stick. The use of the brush allows application of the medicine to all crevices 
without the subsequent loosening of the nail fold.) 

The number of cases treated were relatively few, but the results were uniformly good. 
Gratifying improvement was obtained in cases of many years’ duration. 


1617 Nix Professional Building. 
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THE PROPHETIC DR. HIGHMAN 


To the Editor: In the Annals of Medical History, Vol. 1, No. 4, p. 427, 1917, there appeared a 
remarkable letter of the late Dr. Walter J. Highman. Up to 1918 Walter J. Highman used to 
spell his name Heimann but in 1918 he anglicized the spelling of his name to Highman. 


DR. HIGHMAN’S LETTER 


“Tue EvoLution oF DERMATOLOGY—the impluse to specialization during the last quarter 
of the nineteenth century grew so strong that the intercommunicating bonds among the various 
fields of medicine became obscure. Dermatology suffered with the rest. The apostles of the 
newer creed worshipped most devoutly in Vienna at the shrine of Hebra. A scientific priest- 
hood evolved, speaking a language incomprehensible to other physicians, and often vague enough 
to the anointed. A technical vulgate flourished at the expense of scientific dermatology. There- 
upon, the latter entered its dark ages, but the renaissance is at hand. 


“It was the thundering of the Southern Teutonic school that effected the division between 
dermatology and general medicine. In France and England, although unnoticed in the general din, 
the influence of Willan and of his disciples still sustained the substantial principle that the 
anatomical envelope of the human body was an integral physiological part thereof, and not a 
vestment that could be taken off, mended, laundered, and replaced. In northern Germany Unna 
and his pupils opposed the Viennese orthodoxy by attempting to bring the study of cutaneous 
maladies in line with Virchow’s ideas of cell pathology. Thus, the Hamburg faction, upon a basis 
of microscopy and microchemistry, made a definite contribution to dermatology as a biological 
science rather than a dialect. In the late eighties America was invaded by alien votaries of all 
cults, and Americans themselves returned from abroad, having studied at the various centers, 
some having studied at all of them. Thus, without bias, American dermatologists founded an 
eclectic school upon the best that Europe could offer. 


“Europe is now understanding that America is to be regarded seriously. So far as Americans 
are concerned, Europe has ceased to be Mecca in Dermatology, and such pilgrimages as they 
may deign to make in the future will not be with idea of obeisance, but with the full knowledge 
that they will bring abroad at least as much as they receive. In general, European medical 
opportunities excel ours, because the clinical material is concentrated, and is more readily 
employed for investigation. This stimulated medical research in the old world earlier than here, 
but now we are fast closing the gap. Considering Europe’s research advantages, and this holds 
particularly true in Germanic countries, there has been virtually no creative dermatology 
abroad. In our country, on the other hand, and against the utmost opposition and with the 
scantiest of equipment, very earnest original work has been attempted. That it has not yet led 
to anything definite is due almost entirely to the newness of the work, and the fact that we must 
embark timidly upon uncharted seas. In Teuton Europe dermatologists are still classifying, 
labelling and making histological studies in order to create an illusion of science. In America a 
small but ever increasing group of men is studying metabolism, the endocrinous glands, ana- 
phylaxis, and clinical medicine in relation to skin diseases. It is the object of this exposition to set 
forth the little that has been accomplished, but that little is the result of scarcely ten years of 
effort and a generation of dermatological independence. This seems most encouraging to those 
of us who do not believe that the royal road to dermatology is Alterstrasse. 


° “WALTER JAMES Hermmann, M.D.” 
[Annals of Medical History 
Vol. 1, No. 4, p. 427, 1917] 
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COMMENT 


Dr. Walter J. Highman (1879-1934) was one of the first of American dermatologists who 
insisted that dermatology is an integral part of internal medicine. His extensive training and 
knowledge of internal medicine, pathology, bacteriology, mycology, and serology gave him a 
broad vision of problems met with in diseases of the skin and in syphilis. 


In less than three decades many of the prophecies of Dr. Highman as he visioned the future 
of American dermatology became fully realized. Especially would Dr. Highman have been greatly 
pleased with the contribution of American workers to the newer concepts of acute lupus erythema- 
tosus in the discovery of the L. E. cell, in the use of steroid therapy, and in the fact that it was 
an American, Mahoney, who was the first to use penicillin in the treatment of syphilis, and in the 
esteem American dermatology is now being held throughout the world. 


SAMUEL J. ZAKON 
185 N. Wabash Ave. 
Chicago 
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Abacterial Form of Endocarditis (?) with Necrosis of an Ear. Presented by Dr. 
FRANCES PASCHER. 


J. L., a 39-year-old man, was presented originally on Feb. 19, 1948 (Arch. Dermat. & Syph. 
61: 136-137, 1950) as a “Case for Diagnosis (Banti’s Disease Associated with Purpura? Latent 
Syphilis?).” The essential features of the history were: rheumatic fever at 14, penile chancre 
at 24, intensive antisyphilitic therapy from 1934-1937 (arsphenamine and bismuth subsalicylate), 
mitral and aortic systolic murmurs and electrocardiographic changes indicative of “probable 
myocardial damage,” alcoholism, “black and blue spots” on the lower extremities and the left 
ear for two years, and a throbbing sensation in the left ear for three months. 

The essential physical findings on admission to the Skin and Cancer Clinic in December, 
1947, were as follows: bluish discoloration with a central area of necrosis and crust formation 
of the helix of the left ear, purpura of the lower extremities, clubbed fingers, rough systolic 
murmur over the apex transmitted to the axilla, systolic murmur over Ae, and liver and spleen 
palpable two fingers below the costal margin. 

Laboratory studies disclosed the following: Roentgenographic examination of the heart 
revealed left ventricular prominence and fusiform dilatation of the descending thoracic aorta, 
electrocardiographic changes indicative of left ventricular hypertrophy, a weakly positive 
serologic test for syphilis, 44- cephalin flocculation, icterus index 8.8 u., normal prothrombin time, 
anemia (R. B. C.—2,900,000 and Hb. 60%), leucopenia (W. B. C.—3100), normal number of 
platelets, no impairment of platelet function, normal myelogram, repeatedly sterile blood cultures. 

The diagnosis considered by the internists were rheumatic fever and the possibility of a 
“burned-out” subacute bacterial endocarditis or Banti’s splenic-anemia type disease (congestive 
cirrhosis class). The patient is presented again because of the striking resemblance to a case 
of abacterial endocarditis with necrosis of the ears (Ball, K.: Brit. M. J. 1:1236-1237, 1950) 
reported subsequently to the initial presentation. 


DISCUSSION 


Dr. Victor H. WittEN: Now that the skin manifestations of cryoglobulinemia have been 
called to our attention in the recent literature, does Dr. Pascher think that such a diagnosis 
should be considered in this case? 

Dr. Frances PascHER: The features in common with the case reported by Ball are the 
following: a history of rheumatic fever, evidence of mitral and aortic involvement, enlargement 
of the liver and spleen, evidence of impaired liver function, anemia, sterile blood cultures on 
repeated examinations, clubbing of the fingernails, and acronecrosis of the left ear. The striking 
and unusual dermatologic feature in our case was a small area of necrosis. surrounded by an 
ill-defined zone of purpura involving the helix of the left ear. In Ball’s case the pathology at 
first was limited to one ear; later both ears were involved. 

I regret that this re-presentation has to be made without the patient. He was seen last 
early in 1949. Every effort was made to find him immediately after Ball’s report appeared, but 
unsuccessfully. I have since discussed the findings with internists who agreed that acronecrosis 
of the ear is a unique feature and that the latter finding along with clubbing of the fingers and 
evidence of cardiac damages could very well be indicative of a “burned-out” subacute bacterial 
(abacterial) endocarditis associated with rheumatic fever. The possibility of an abacterial endo- 
carditis associated with systemic lupus erythematosus (Libman-Sachs syndrome) was also 
suggested. Acronecrosis of the ear with purpura (Figure) is presented, therefore, as an additional 
if not a new cutaneous clue to visceral disease. 
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Purpura. with acronecrosis of the helix of the left ear. 


In answer to Dr. Witten, study of this case antedated our awareness of the dermatologic 
significance of cryoglobulinemia (Reticulum Cell Sarcoma with Cryoglobulinemia, A. M. A. 
Arch. Dermat. & Syph. 70:367, 1954). Small concentrations of cryoglobulins (approx. 10 mg. 
per 100 cc.) have been found in rehumatic fever and subacute bacterial endocarditis. It has . 
been shown however, that only concentrations of 25 mg. per 100 cc. or over are clinically 
significant (Barr, D. P.; Reader, G. G., and Wheeler, C. H.: Ann. Int. Med. 32:6-29, 1950). 
Although there are some clinical features suggestive of cryoglobulinemia, the disparities are 


greater than the resemblances. 


In answer to Dr. Rein, this man did indeed have a penile chancre. Alternate courses of 
arsphenamine and bismuth over a period of three years were administered at one of the Board 
of Health Clinics. 


In answer to Dr. Wolf, this case was presented originally by Dr. David Bloom and me as a 
“Case for Diagnosis (Banti’s Disease?)” for want of a more satisfactory designation. Dissatis- 
faction with the diagnosis of Banti’s syndrome (syndrome is preferable to disease in connection 
with this eponym) caused me to be on the lookout for a better explanation of the unusual 
combination of symptoms in this case. Internists, as you know, avoid making the diagnosis of 
Banti’s syndrome if they possibly can. There are so many possible interpretations and mis- 
interpretations of the term. 


Pemphigus Erythematosus (Senear-Usher) (Follow-up Presentation). Presented by Dr. 
FRANCES PASCHER. 


A. G., a 41-year-old man, was first presented on Jan.°15, 1953, as a case of Senear-Usher 
pemphigus with features suggestive of dermatitis herpetiformis. Remissions of short duration 
followed the administration of initial courses of sulfapyridine (1 gm. daily), Aureomycin (1 gm. 
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daily), or cortisone (150 mg. daily). The dermatosis proved refractory to subsequent trials of 
sulfapyridine and Aureomycin and to a steady dose of 100 mg. of cortisone a day. 

More intensive corticosteroid therapy was started on 1/18/53. Suppression of the eruption 
and the Nikolsky sign was obtained with 80 U. of corticotropin gel 3 times a week. The dose 
was reduced gradually over a period of four months to 30 U. 3 times a week. A maintenance 
dose of 25 U. 3 times a week sufficed to keep the patient relatively free of lesions for a year. He 
suffered a relapse in December, 1954. The dose of corticotropin was increased to 30 U. 3 times 
a week for three weeks, then to 30 U. daily for two weeks, and finally to 30 U. every other day 
combined with 100 mg. cortisone daily for two weeks, without improvement. Various topical 
agents were tried in conjunction with oral and parenteral therapy: Neobacin ointment, Neo- 
cortef—1%, Florinef ointment 0.2%. Aralen phosphate 250 mg. b.i.d. was started on 2/1/55 
along with 30 U. of corticotropin every other day. Complete arrest has not occurred yet. 


DISCUSSION 

Dr. Victor H. Witten: Dr. Sulzberger and I have had long-term experience with the 
administration of cortisone in one patient we have considered to have pemphigus of the Senear- 
Usher type. This woman has now been on cortisone for approximately four years, during which 
time it has been possible to reduce very gradually the oral dose from 300 mg. per day originally 
to a present dose of 75 mg. daily. She has also been on larger doses of ACTH at times. We have 
only recently switched her to Meticorten, attempting a dose of 15 mg. a day, but are not yet ready 
to report on comparative effects. 

Dr. Morris LEIDER: In response to the question of relative efficacy of cortisone and/or 
corticotropin in the various forms of pemphigus, it is the experience at Bellevue Hospital, and 
I believe the general experience everywhere by now, that pemphigus vulgaris responds best, 
pemphigus vegetans next best, pemphigus erythematosus third best, and pemphigus foliaceus 
least (if at all on reasonable doses). I also believe that when pemphigus erythematosus remains in 
the form of a torpid seborrheic dermatitis-like or pyoderma-like process, it responds poorly to 
hormone therapy, but if it blossoms into the form of bernphians vulgaris, the response becomes as 
dramatic as it frequently is in pemphigus vulgaris. 

Dr. Frances PascHer: This patient is presented again to show how he fared under corti- 
costeroid therapy. The course seems to bear out the original impression of observers who main- 
tained that pemphigus erythematosus on the whole does not respond to ACTH or cortisone as 
well as pemphigus vulgaris. I am treating another patient in my private practice with pemphigus 
erythematosus, who is behaving similarly. 

There have been no symptoms of intolerance to date. A “break-through” despite 25 units of 
, Acthar gel 3 times a week, however, is far from satisfactory. The patient demands treatment 
because he was far more uncomfortable before treatment was started and also because he was 
embarrassed by the appearance of his skin. Aralan phosphate was administered because of the 
“erythematosus” element in the eruption. As yet, there has been no dramatic change. 


Squamous-Cell Carcinoma of the Scrotum (Follow-up Presentation). Presented by Dr. 
Ernst ROSENBAUM. 


This patient was previously presented as a case of hypertrophic neurodermatitis of the 
scrotum. An original biopsy revealed a suggestion of neurogenic or myogenic neoplasm. 

Recently excision of the entire process and histologic examination of the specimen produced a 
diagnosis of squamous-cell carcinoma by a general pathologist (Dr. Safardi), which diagnosis is 
concurred in by a dermatohistopathologist (Dr. Sims). 


DISCUSSION 


Dr. A. J. Orruss: Could the lesion of the scrotum have been a keratoacanthoma? Was a 
classification according to Broder’s grouping done? What grade malignancy was the lesion? 

Dr. Victor H. Witten: There is no question that the incidence of circumscribed neuro- 
dermatitis is common; likewise the incidence of prickle-cell epithelioma is common. The occur- 
rence of a prickle-cell epithelioma in the site of a circumscribed neurodermatitis, therefore, is 
probably coincidental. 

I do not think, therefore, that one is justified in drawing a conclusion that the epitheliomatous 
changes are causally related to the previously existing circumscribed neurodermatitis on the 
basis of the trauma of persistent scratching or the application of “carcinogenic” medicaments. 
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Dr. Earte W. Braver: It seems to be good sport to speculate on the causation of epi- 
theliomas. I cannot share Dr. Silverberg’s concern regarding the use of coal tar in this patient. 
Psoriatics use crude coal tar over much of their body surface throughout their life span in con- 
junction with excessive ultraviolet radiation and often with radiation therapy, yet the evidence 
of epitheliomas in these patients, to my knowledge, is not extreme. 


Parapsoriasis en Plaque. Presented by Dr. A. J. Orruss. 


A. K., a 66-year-old white man, was first seen on March 23, 1921, for the condition of the 
legs of six months’ duration. He returned to the clinic in March, 1936 (15 years later), presenting 
lesions on the face and body that were rose-colored, slightly elevated, well circumscribed, and 
bearing no scratch marks, no evidence of irritation or scaling. Biopsy of the skin was done and 
was reported as early mycosis fungoides, with the following description: “The vessels in the 
upper cutis, especially in the superficial planes, are dilated and around them there is considerable 
edema. The connective tissue is like a reticulum. In the spaces of this reticulum there is a con- 
siderable amount of cellular infiltrate. The epidermis is slightly acanthotic. In one area there is 
some interstitial edema with migration of cutis cells. Otherwise there is little of note. In the 
cellular infiltrate there is some multiformity of cells. Some are quite large, there is some pyknosis 
and crenation of nuclei. There are some fragmentations and clumping of nuclei.” Five super- 
ficial x-ray treatments of 144 SU each were given to various parts of the body at the time and 
the patient was then lost from observation. He was seen again in February, 1955, following a 
visit to the Montefiore Hospital Cancer Detection Clinic, where he was told he had mycosis 
fungoides. 

Examination at present reveals ill-defined, yellowish, flat, noninfiltrated plaques on the trunk 
and extremities. 


DISCUSSION 


Dr. Joun Gars: I would suggest that a biopsy specimen be taken from the infiltrated patch 
and the histologic report given to us at our next meeting. 

Dr. FrRANcES PascHER: Perhaps one should entertain the possibility of a mycosis fungoides 
with a low index of malignancy in this case. I suggest this in view of the gyrate configuration 
and infiltration of the lesions on the inner aspect of the thighs and because of the variance 
in the interpretation of the histologic findings. I know of one case of unequivocal mycosis 
fungoides that lasted 12 years (A. M. A. Arch. Dermat. & Syph.. 66:11, 1952), although the 
average duration is approximately five years. Cases of chronic lymphatic leukemia of over 20 
years’ duration are known. Last November Dr. John Garb presented a case of reticulum cell 
sarcoma that ran a prolonged course of 20 years. 

Dr. A. J. Orruss: I do not believe that this patient ever had mycosis fungoides, despite the 
biopsy report of 1936 to that effect. The slide was reviewed by Dr. Charles Sims and he could not 


confirm the histologic diagnosis of mycosis fungoides. 


1. Keratoderma Plantaris. 2. Pseudoacanthosis Nigricans (?) Complicated by Mycotic 
Eczema of the Inframammary and Epigastric Regions. Presented by Dr. Jonn Gare. 


E. M., a 54-year-old woman, was first seen on Nov. 30, 1950, complaining of callosities on the 
feet. She returned on Feb. 27, 1955, presenting in addition lesions underneath the breasts and 
chest. Itching in the lesions on the soles was an occasional complaint, but the lesions on the 
chest were said to itch severely. The patient has been in menopause for the past three years. 
She is short of stature and obese. 


In the epigastric region, lower part of the sternum, and in the right inframammary areas, 
there is a large continuous hyperkeratotic, lichenified, reddish patch with pronounced infiltration 
and marginated by well-defined, wavy, papulovesicular borders. There are a few satellite lesions. 
On the feet there are fairly symmetric, very thick, hyperkeratotic patches with fissures, mostly 
pronounced on the left sole chiefly on areas of pressure, as on the heels and inner borders of the 
soles. Some of the nails are dyskeratotic and thickened. 

Mycologic examinations of the lesions on the breast, soles, and toenail gave positive findings 
for elements of an as yet unidentified fungus. The Wassermann reaction was negative and the 


hemogram normal. 
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A histologic section taken from the right breast was diagnosed by Dr. Charles F. Sims as 
mycotic dermatitis. The description follows: “The epidermis is irregularly acanthotic. The 
granular layer is pronounced throughout the sections. A mild banal perivascular reaction is 
present in the upper cutis. McManus stain reveals mycelial threads in the horny layer.” 


DISCUSSION 


Dr. Heten O. CurtH: I would hesitate to make a diagnosis of acanthosis nigricans or 
pseudoacanthosis nigricans in the absence of axillary lesions or manifestations on the neck. 
Furthermore, the histologic picture and the findings of a mycotic dermatitis speak against the 
diagnosis of acanthosis nigricans or pseudoacanthosis nigricans. However, I would suggest 
another diagnosis, that of neurodermatitis. The lichenification which one sees between the rather 
obese breasts of this patient looks rather typical of neurodermatitis. In addition the patient has 
keratoderma of the soles which by some authors is regarded as the hyperkeratotic form of neuro- 
dermatitis. On the instep the character of the lesion suggests neurodermatitis. 

Dr. A. J. Orruss: I believe that this patient has psoriasis of the soles with secondary 
invasion by fungi. The circumscribed hyperkeratotic plaques with dry scaly surfaces would fit 
in with this diagnosis. 

Dr. Franz HERRMANN: The dermatophytosis on the soles of this patient reminds us of 
several other patients discussed more recently before this Society who showed dermatophytosis in 
association with massive hyperkeratosis causing anhidrosis and lipid (fatty acid) deficiency of 
the skin surface. 

Dr. Joun Gars: The diagnosis of neurodermatitis on the chest was considered, but because 
of the peculiarity of the patches, their grayish-glistening color and the pronounced infiltrations 
occurring in an obese woman in the menopausal state, pseudoacanthosis nigricans was thought 
of as a possibility. Tissue was taken from the edge of the lesion but another biopsy specimen 
from a more infiltrated patch in the center may be indicated. I accept the diagnosis of neuro- 
dermatitis as the most likely diagnosis because of the severe itching. The fact that the scrapings 
were positive for tinea does not rule out the possibility of some other underlying disease, as in 
the case of a 24-year-old West Indies girl presented at the Bronx Dermatological Society 
on March 17, 1949 (Garb, J., and Franks, A. G.: Mycotic Eczema Due to Epidermophyton 
Inguinale, Arch. Dermat. & Syph. 62:159 [July] 1950). Scrapings of the lesions in that patient 
gave positive mycological findings, but the biopsy and the hemogram revealed leuk:mia from 
which the young woman died shortly after. 

The lesions on the feet are quite characteristic of keratoderma plantaris or keratoderma 
climactericum, Neurodermatitis of the soles are usually very pruritic, and this patient does not 
complain of severe itching of the soles. Psoriasis may be ruled out on the basis of the histologic 
examination. : 

While the syndrome of keratoderma climactericum (Haxthausen’s disease) includes obesity, 
hypertension, and arthritis, constituting the postclimacteric triad of Gram (Gram, H. C.: 
Symptom-Triad of Post-Climacteric Period [Adipositas Dolorosa—Arthritis Genuum—Hyper- 
tensio Arterialis], Ugesk. leger 92:999 [Oct.] 1930), any one or two components of this syn- 
drome may be present. In this case the obesity and the fact that the keratoderma plantaris 
is occurring during her menopause is sufficient for diagnosis of Haxthausen’s disease, in my 
opinion. 


Follicular Keratosis: A Case for Diagnosis. Presented by Dr. D. Batuin. 


S. S., a 66-year-old white man, was seen for the first time on Feb. 8, 1955, with a dermatosis 
of many years’ duration, involving both lower legs, the right much more so than the left. The 
condition is a diffuse honeycomb-like atrophy with guttate, hyperkeratotic, conical plugs, which 
are readily removed, leaving a central bleeding point. The second toe of the left foot shows 
redness, scaling, crusting, and oozing. 

A biopsy specimen taken on Feb. 10, 1955, from a lesion on the right leg revealed the follow- 
ing: The epidermis is thin and in some areas reduced to only a few cells in thickness especially 
in the area of the follicles, A large broad and deep dilated follicular plug is present, filled with a 
compact horny material. Moderate hyperkeratosis covers most of the epidermis. A mild banal 
diffuse as well as perivascular inflammatory reaction is present in the upper cutis. This is 
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especially pronounced in the region of the base of the follicular plug. In this area in addition there 
are many superficial dilated blood vessels. The amyloid stain was negative. Diagnosis: Follicular 
keratosis (Dr. Charles F. Sims), 

DISCUSSION 


Dr. A. J. Orruss: I offer the diagnosis of a nevoid condition of the right leg because of the 
prolonged duration and appearance of the lesions. 

Dr. Heten Curtu: I would suggest another diagnosis for this hyperkeratotic process. I 
am considering psoriasis of long standing. The slightly hyperkeratotic and erythematous elbows 
would be in favor of this diagnosis. 

Dr. EarLte W. BRAveER: It was inevitable that Kyrle’s name would be mentioned in this 
discussion. Quite by chance, in glancing through a recent issue of the Acta dermato-venereologica 
(34:360, 1954), I noticed that Prakken of Amsterdam reviews the literature on Kyrle’s dis- 
ease (Hyperkeratosis follicularis et parafollicularis in cutem penetrans). Kyrle’s first case was 
described in 1916; he presented and wrote about this patient many times. The diagnosis has 
since been made by others. According to Prakken, in many instances the diagnosis is open to 
great doubt, while in others the descriptions in the literature are too vague for review. Usually 
the disease is progressive. It is also felt by this Dutch writer that histopathologically the “in 
cutem penetrans” portion of this entity is not a pathognomonic finding. It is also felt by this 
reviewer that localization of this disease to the palms and soles may be a varient of Kyrle’s 
disease which is described in the Handbuch as “Keratoma hereditarium dissipatum palmare et 
plantare, Brauer’ (no relation). 


Lichen Planopilaris. Presented by Dr. A. A, FISHER. 


Miss M. F., aged 18, first noted an eruption on the back of the neck a year ago. Recently she 
has noticed a similar process on the volar aspects of the forearms and ankles. The eruption is 
nonpruritic and is brownish-purple in color. The lesions are lichenoid; some are distinctly 
follicular; others are confluent. At present there are no lesions on the scalp. 

The histologic report is as follows: The epidermis shows hypergranulosis, irregular 
acanthosis, and washing out of the basal cell layer. There is mild hyperkeratosis. A bandlike 
infiltrate of round cells hugs the base of the epidermis. In several areas the cellular exudate 
involves hair follicles. The diagnosis is lichen planus and planopilaris. 


DISCUSSION 


Dr. Joun Gare: I would suggest trial of Aralen (chloroquine diphosphate). Favorable effect 
has been reported recently by Davis and Moursund (Bull. Assoc. of Miliary Dermatologists 
3:2-3 [Nov.] 1954). Four patients with lichen planus are said to have enjoyed relief of pruritus 
and their lesions are said to have become less conspicuous after approximately one month of 
treatment. 


Dr. A. A. FisHer: Dr. Silver brought out a very interesting fact when he stated that 40% 


‘of patients with lichen planopilaris develop scalp lesions with alopecia. I am inclined to agree’ 


with him that therapy in this condition is rather fruitless. I have been unable to improve any of 
the patients that I have treated with this condition. 

As to Dr. Garb’s suggestion for treating this condition with Aralen, I should like to state 
that none of my patients with ordinary lichen planus have improved much with Aralen. 

Dr. Biberstein’s use of a vaccine for lichen planus is still experimental but may have interest- 
ing possibilities. 

The use of various vitamins in this condition has not proved to be of much value. I would 
hesitate to use arsenic in such a young person. 


Circumscribed Congenital Skin Defect. Presented by Dr. Hans BrsersTEIN and Dr. 
Cuar.Es F. Sims. 
E, S., a 36-year-old white man, was seen for the first time on Feb. 15, 1955, for a lesion that 
has been present since birth. No other member of the family has similar lesions. 
On the neck, trunk, and upper arms are numerous pinhead to bean-sized, erythematous, oval 
lesions. These lesions are macular, maculopapular, and papular, with some of them showing fine 
central scaling. In the right interscapular region there is a large palm-sized lesion with 
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brownish-fed discoloration. The blood vessels are visible. On palpation the involved area is 
depressed below the level of the surrounding skin. 

A biopsy specimen from a lesion on the back revealed the following: The connective tissue 
bundles at one end of the section stain more intensely than at the other. In the latter area the 
bundles are fragmented and stain less intensely, and the connective tissue framework assumes 
a pale spongy character. Hair follicles, sebaceous and sweat glands and arrectores pilorum 
muscles are present in several of the sections. The superficial vessels are telangiectatic; the 
deeper ones are dilated. With orcein stain the elastic fibers in the affected area are fragmented 
and recoiled. With van Gieson and trichrome stain there are changes of a similar nature relative 
to the connective tissue bundles. The diagnosis is congenital connective tissue defect (Dr. Charles 
F. Sims). 

DISCUSSION 


Dr. A. J. Orruss: The pathologic report describes the absence of connective tissue elements ; 
hence one must term this a mesodermal defect. 

Dr. Victor H. Witten: In addition to the “skin defect” which this patient shows on his 
back, there are other cutaneous defects present which should be mentioned. The patient has 
skin which is of very soft texture and feels like the rubber dolls which are advertised as having 
skin that “feels like real.” There is mild hyperelasticity of the skin, particularly over the 
elbows and of the sides of the neck, as well as a hyperextensibility of the joints, for example, 
of the fingers and wrists. The patient stated that he bruises very easily with slight injury. These 
findings fit in with Ehlers-Danlos syndrome. I cannot say whether the presenting circumscribed 
atrophy is in any way related to Ehlers-Danlos syndrome. They may, however, all be part of the 
same tissue defect. 


Tuberculoderm of the Face (Lupus Millaris Disseminatus Faciei?). Presented by Dr. A. J. OrFuss. 
Kaposi’s Sarcoma. Presented hy Dr. Max WoLr. 

Tuberculoderm of the Face. Presented by Dr. A. J. OrFuss. 

Case for Diagnosis: Reticulum Granuloma? Unusual Pyoderma? Presented by Dr. A. A. FISHER. 


Case for Diagnosis: Dermatitis Vegetans? Hyperkeratotic Growth on Toes? Presented by Dr. ERNsT 
ROSENBAUM. 


‘MANHATTAN DERMATOLOGIC SOCIETY 


Nathan Sobel, M.D., Chairman 


Maurice J. Costello, M.D., Secretary 
March 8, 1955 


Leucoplakia Buccalis (Congenital?). Presented by Dr. ADRIAN BRODEY. 


N. L., a woman aged 26, has been suffering from an eruption of the mouth and lips since 
infancy. The exact age of onset is unknown, and the condition may have been congenital. Histo- 
pathologic examination at Presbyterian Hospital, New York, when the patient was 7 years old, 

as “negative.” The disease has been characterized by constant exfoliation of the buccal mucosa 
and lips. This has been annoying, and painful when fissures occur. There has been no treatment, 
and no noteworthy changes over the years. Local irritation from dentures or smoking has been 
absent. 

Examination on Feb. 12, 1955, revealed superficial, white, loosely adherent plaques of the 
buccal surfaces and vermilion borders of the lips. The sides of the tongue were similarly involved. 

The regimen prescribed consists of a mouth wash, high dosage of multivitamins, supplemented 
with vitamin B complex and crude liver injections. Salicylic acid ointment 1% and Hydroderm 
ointment have failed to cause improvement. The patient is presented for therapeutic suggestions. 


DISCUSSION 

Dr. WiLBERT Sacus: I have never seen anything like it and would be interested in seeing a 
microscopic section. 

Dr. AntHony C. Crpotcaro: I haven’t seen anything like it before, but I can’t offer any 
better diagnosis. The important thing is to prevent cancer from developing, and if -verrucous 
areas should appear, the lesion should be properly destroyed. 

Dr. Joun W. DoucHErRty: She had a moderately high palatine arch, which would go 
along with the congenital aspects of the case. 


174 











JMI 


SOCIETY TRANSACTIONS 


Dr. Maurice J. Costetto: I think she is a lip chewer. I asked her and she said she was. 
This is a nervous habit analogous to biting the fingernails, or grinding the teeth. 

Dr. ApRIAN BropEy: It is remarkable that this girl, despite the long history of involvement, 
had never been treated with vitamins, until three weeks ago. I am pleased that some of my own 
doubts regarding the nature of this condition were voiced by others. In fact, I thought there . 
might be vigorous disagreement with the diagnosis. If the lesions had been present on the lips 
alone I might have called it cheilitis exfoliativa. Exfoliation may be present in leucoplakia, and 
this appeared to be the most appropriate diagnosis. 


Keratoacanthoma. Presented by Dr. ORLANDO CANIZARES. 


L. G., a woman aged 73, has had an elevated, button-like, nodular lesion on the left side of 
the bridge of the nose for 4 weeks. The center of the lesion is slightly depressed and presents 
an adherent scale. The lesion is approximately 12 mm. in diameter. There is no regional 
adenopathy. 

DISCUSSION 


Dr. WiLBErtT Sacus: It may be that, but I would have thought of the button type of prickle- 
cell epithelioma. 

Dr, AntHONy C. CrpoLitaro: I would be inclined to agree with Dr. Sachs. This may very 
well be keratoacanthoma. 

Dr. THomas N. Granam: I agree with the diagnosis as presented. I saw this patient at a 
conference at Bellevue Hospital, and the lesion did not impress me as being a prickle-cell 
epithelioma because of the short duration and the lack of erythema, which militates against that 
diagnosis. This lesion is similar to the cases described by Drs. Ereaux, Schopflocher, and 
Fournier, of Montreal, Canada, in the A. M. A. Ancuives or DermaToLocy (71:73-83 [Jan.] 
1955). The sharp margination with hemorrhagic areas in the center has been described by other 
observers. 

Dr. Davip Broom: I believe the pathologists are not yet sufficiently aware of this entity, 
and that the diagnosis of squamous-cell epithelioma is frequently made in these lesions. 


Case for Diagnosis: Lichen Sclerosus et Atrophicus? Morphea? Presented by Dr. 
OrLANDO CANIZARES. 


S. S., a man aged 60, is presented from the Veterans Administration Hospital, Bronx, New 
York, with an eruption on the trunk, shoulders and thighs of one year’s duration. Eighteen 
months ago the patient developed generalized weakness, tenderness of the muscles, a low- 
grade fever, and marked eosinophilia. He was studied at that time at two different hospitals, and 
although a muscle biopsy at one institution was normal, and none was performed at the other, he 
was classified at both as possibly a case of dermatomyositis. The symptoms all disappeared, but 
in the summer of 1954 the patient noted that patches of skin began to turn white and became hard. 
_ On the trunk, shoulders, and thighs are plaques of various sizes which are depigmented and 
indurated, with a narrow zone of dull erythema surrounding some of them. The lesions on the 
upper part of the back seem to have an adherent scale and show discrete brownish points. Some 
lesions seem to be composed of discrete, pinhead-sized papules. Some of the smaller, depressed 
lesions show only dull erythema without induration or depigmentation. 

The hemoglobin was 15 gm. per 100 cc. and the white blood count 11,700, with a normal 
differential count (3% eosinophiles). The VDRL test for syphilis was negative. The total blood 
proteins were 6.8 gm. with albumin 3.9 and globulin 2.8 gm. per 100 cc. Roentgenograms of the 
chest, esophagus, upper gastrointestinal tract, and humeri were normal, as was a barium enema. 
The 24-hour creatine was 278 mg. and creatinine 2180 mg. 


DISCUSSION 

Dr. Aprian Bropey: I would agree with the diagnosis of lichen sclerosus et atrophicus. 
Dr. THomas N. GraHam: I agree with that diagnosis. 

Dr. Maurice J. Costetto: I agree with the diagnosis of lichen sclerosus et atrophicus. 


In localized scleroderma or morphea the surface is waxy yellow in color and consistency. 
Generally in lichen sclerosus et atrophicus it is rough, ridged, and scaly, with follicular 
plugging. 
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Dr. Davin Boom: Some of the lesions appear to me to be like morphea. Morphea and 
lichen sclerosus are not infrequently associated in the same person. 

Dr. Wivtsert Sacus: I think the general process is different in morphea and lichen 
sclerosus et atrophicus. One is sclerosis and the other atrophy. There is no atrophy in morphea, 
. but only sclerosis. 

Dr. Davip Btoom: A few months ago at this Society we saw a patient with definite 
depression of the sclerodermatous lesion, to which I called Dr. Sach’s attention. 

Dr. Georce M. Lewis: Has anybody had experience with cancer as a sequela in these 
cases? 

Dr. AntHony C, Creottaro: There is a patient at Polyclinic Hospital that we think has 
cancer of the mouth at sites of lichen sclerosus et atrophicus. There are lesions elsewhere—the 
vulva is involved, etc. 

Dr. Samuet M. Peck: I would like to point out to Dr. Bloom that the lilac ring in 
scleroderma is seen only in the earliest cases. In cases treated with dihydrotachysterol, if there 
was any improvement you could influence the lilac ring, which is due to dilatation of blood 
vessels where there is reduced pressure. I have never seen a lilac ring in lichen sclerosus before. 

Dr. WiLsert Sacus: In none of the sections we have studied with this diagnosis have I 
seen any carcinoma. Regarding ‘Dr. Cipollaro’s remark, lesions which occur in the mouth may 
act entirely differently than those elsewhere. 


Tumor of the Scalp. Presented by Dr. ORLANDO CANIZARES. 

Tuberculoid Granuloma of the Knee. Presented by Dr. OrLANDO CANIZARES. 

Case for Diagnosis: Bullous Lupus Erythematosus? Pemphigus Erythematosus? Dermatitis Factitia? 
Hatagety aes GeorcE M. Lewis. (Previously presented before New York Dermatological Society, 

ov. 23, ‘ 

Lichen Planus Oris and Fordyce Disease. Presented by Dr. ADRIAN BRODEY. 

Necrobiosis Lipoidica Diabeticorum. Presented by Dr. ORLANDO CANIZARES. 

Leukemia Cutis at Site of Herpes Zoster Generalisata. Presented by Dr. OrLANDO CANIZARES. (Previously 
presented before New York Academy of Medicine, February, 1955). 

Lepromatous Leprosy. Presented by Dr. ORLANDO CANIZARES. g 

Xanthoma Diabeticorum. Presented by Dr. ORLANDO CANIZARES. 


METROPOLITAN DERMATOLOGICAL SOCIETY OF LOS ANGELES 


Irving A. Lewe, M.D., President 
Harold Price, M.D., Vice-President 
Edward L. Murphy, M.D., Secretary 

March 22, 1955 


Fibromyoma Cutis. Presented by Dr. Vincent P. Burpy. 


This white man presents a tumor of the right groin. This tumor mass has been present for 
17 years, growing slowly, and now extends from the anterior superior spine ‘to the symphysis. 
The protuberant mass over the symphysis is of recent origin. 

Microscopic study with hematoxylin-eosin and van Gieson’s stain show the structure of a 
mild myoma cutis in which the muscular tissue has been partly replaced by fibrous tissue. There 
are, however, patches of smooth muscle fibers present in different portions of the tumor growth. 
Also evident throughout the tumor is a quantity of connective tissue, which in some areas appears 
to separate the smooth muscle bundles. The covering epithelium extends fairly deeply in several 
areas, but no loose cell masses are apparent and there are no signs of malignancy. Mild inflam- 
matory involvement of the perivascular areas is apparent. 


DISCUSSION 

Dr. S. W. Becker: I thought that it was neurofibroma. The cells take the yellowish color, 
Picric acid. Of course it is difficult to state that this is not a dermatofibrosarcoma protuberans, 
especially since the clinical picture showed a large projecting mass with other elements evidently 
invading the skin near by. 

Dr. Stanton B. May: This lesion looks like dermatofibrosarcoma protuberans. I presented 
a similiar case two to three years ago. The lesion is of low-grade malignancy, and I believe 
the whole area should be excised. 
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Dr. MEYER BERKE: I agree that the diagnosis in this patient is both clinically and patho- 
logically consistent with dermatofibrosarcoma protuberans. It is interesting that Dr. Becker 
suggested that the pathologic picture was that of neurofibroma. I recall one other case in which 
the diagnosis of neurofibroma was made by a general pathologist, the patient had a clinically 
typical dermatofibrosarcoma of the buttock of 15 years’ duration. Cure was obtained by wide 
surgical excision. 

Dr. Vincent P. Bursy: Originally this was considered a dermatofibroma by the first 
pathologist to see the slides. Dermatofibroma protuberans was seriously considered until the 
report was received stating that muscle fibers were present. We all agree that surgery is needed 
here. 


Xanthoma Diabeticorum. Presented by Dr. Irvine A. Lewe. 

J. B., a white American man, aged 35, was first seen by me on March 7, 1955. He complained 
of an asymptomatic skin eruption which appeared suddenly three weeks before his visit. The 
patient felt well and had no other complaints except for a large boil on the back of his neck of 
five days’ duration. 

Family history revealed that one sister has diabetes. His father died at the age of 73 of 
“hardening of the arteries,” and his mother is living and well at the age of 71. 

The patient was a well-developed well-nourished man of the stated age who appeared to be in 
excellent health. Examination of the skin revealed an eruption consisting of discrete elevated 
reddish-yellow nodules, measuring 2-3 mm. in diameter. These were most numerous on the 
buttocks, legs, and thighs, particularly on the flexor surfaces. There were scattered lesions on 
the abdomen, back, and forearms. There were only a few nodules on the extensor surface of 
the elbows and knees and none on the palms or soles. 

Laboratory findings at the time of his first examination were as follows: 

Urinalysis showed,4+ sugar. 

Fasting blood sugar was 289.2 mg. per 100 cc. 

Total blood lipids were 5075 mg. per 100 cc. (the blood serum looked like cream grossly). 
Complete blood cell count was normal. 

STS was negative. 

Biopsy of a nodule on the right forearm showed the typical picture of a xanthoma, with 
numerous foam cells throughout the entire dermis. 

The patient was referred to an internist for diabetic management. A general physical exam- 
ination was done and revealed no abnormal findings except for blood pressure of 160/80. He 
was hospitalized on March 14, 1955, and placed on a diabetic diet and insulin. On March 16, 
1955, the blood sugar dropped to 170 mg. per 100 cc. and the blood cholesterol was 410 mg. per 
100 cc. On March 21, 1955, the blood serum had lost its creamy appearance but was still turbid. 
There has been slight involution of the eruption since treatment was started. 


DISCUSSION 

Dr. Irvinc A. Lewe: [Slide] This slide shows the typical picture of a xanthoma with 
numerous foam cells distributed throughout the entire dermis. Even the endothelial cells in 
the walls of the blood vessels participate in the process. 

Dr. Joun D, Rocers: This would seem to be a classical case of xanthoma diabeticorum. It 
should be considered not as a disease but rather as a symptom of a systemic disorder, namely, 
diabetes. We cannot help but wonder about the state of the blood vessels, especially with the 
marked lipemia. There are in all probability atheromatous changes. I would also suggest the 
possibility of his being a potential candidate for coronary thrombosis at some future date. 
Xanthoma diabeticorum per se is of minor concern when compared with the more serious 
underlying disease. 

The demonstration of a creamy-appearing blood serum was most striking. Both clinical 
examination and the laboratory confirm the diagnosis of xanthoma diabeticorum. 

Dr. THEoporE M. CoHen: About four months ago, a little Mexican girl was brought in 
and presented three or four pin-head-sized nodules on the elbow. I prescribed a simple prepara- 
tion to produce exfoliation and thought I would perhaps do a biopsy of this lesion on the next 
visit. Within four or five days I received a call from an internist. This child had gone into 
coma. She was taken to the hospital and presented a blood serum very comparable to the one 
presented this evening. This girl has had a very rough time, and her activities must be very 
limited. Her diabetes is still very active. 
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Dr. MEYER BERKE: I think Dr. Lewe was very astute in his diagnosis. I just wanted to 
ask whether he anticipated the positive urinary sugar. 

Dr. Invinc A. Lewe: As was mentioned in the history,.this man came to me because of an 
asymptomatic skin eruption, and he felt perfectly well. My clinical diagnosis was xanthoma, and 
an eruptive xanthoma was suspected because of the sudden onset and the numerous small 
discrete lesions. No family or personal history of diabetes was obtained at the time of his. 
examination, but when the diagnosis of diabetes was established by the laboratory findings, the 
patient made inquiries and discovered that his sister has diabetes. 

Xanthoma diabeticorum is a relatively rare disease, and 90% of cases occur in males 20 to 
45 years of age. The lesions resemble those of xanthoma tuberosum, but they appear suddenly 
and are smaller and more numerous. There is a predilection for the buttocks, extensor surfaces 
of the elbows and knees, and also the palms and soles. Pruritus:is frequent, and there may be 
secondary excoriations and. pustules. 

The high degree of lipemia is probably indicative of the efforts of the body to supply fat as 
fuel when carbohydrate cannot be utilized, because of the lack of insulin. 

It was amazing to me to note the extreme degree of lipemia this patient presented without 
clinical symptoms and the rapid lowering of the blood lipids after treatment with diabetic diet 
and insulin. was initiated. Such a. response to therapy, however, is characteristic of this disease. 
This case, and the one cited by Dr. Theodore Cohen, emphasize the importance of doing urine 
sugar examinations and even glucose-tolerance tests’ in all xanthomatous eruptions, particularly 
when there is a history: of rapid. onset. 

Hemangioma. Presented by Dr. Davip N. ALCON. 
Toxic Purpura. Presented by Dr. Epwarp L. Murpuy, for diagnostic and therapeutic suggestions. 


Case for Diagnosis and nig Discussion: Chronic Leg Ulcer. Presented by Dr. LAURENCE J. UNDERWOOD 
and Dr. WALTER S. 


NEW YORK ACADEMY OF MEDICINE, SECTION OF DERMATOLOGY AND SYPHILOLOGY 


“Timothy J.-Riordan, M.D., Chairman 
Wilbert Sachs, M:D., Secretary 
March 1, 1955 


Sickle-Cell Anemia with Unusual Extensive Ulcerations. Presented by Dr. Josern L. 
Morse and Dr, Exruen REINER (by: invitation). 


History : A Negro woman, aged 37, presented widespread, various-sized active shallow 
ulcerations and atrophic scars onthe legs, thighs, and left arm. There was no 
familial history of a ‘similar condition. The patient denied taking drugs, and said 
she-did not pick on her skin. 

The ulceration first appeared in 1938. She was admitted to the City: Hospital, 
and a diagnosis of sickle-cell anemia was made. The ulcers finally healed with 
salt solution compresses. She was free of lesions for three years, and then had 
a recurrence. Again the ulcers healed with salt solution wet dressings, and she 
remained well for four years. The present recurrence began in August, 1954. 

Although ‘she has previously felt fairly well whenever she broke out, this 
time she also complains of numbness of the fingers, arms, and legs, and inter- 
mittent abdominal pains. 

Her left breast was removed in 1938 for extensive “abscesses.” 

Laboratory Mazzini negative. Blood: Hgb. 11.7 gm/100 cc.; R. B. C. 3,500,000 and 

Findings : W. B. C. 8600, with a normal differential count. Sickling of the red blood cells 
was demonstrated with the bisulfite method. Sedimentation — rate 25 mm/hr. 
Bilirubin 0.5 mg. per 100 cc. 

X-rays of chest were normal. 

Bacteriological studies have not yet been reported. 

Course: Under treatment with isotonic saline solution compresses there has been 
some improvement. 

DISCUSSION 


Dr. Davip Bioom: That we are dealing not merely with the sickling trait but with the 
sickle-cell disease can be shown hematologically by the presence of 80% to 100% of abnormal 
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hemoglobin. It can also be shown by the examination of migration of the hemoglobin in a Tiselius 
chamber. In addition, it can be proved genetically. For the sickle-cell trait is a manifestation of 
the heterozygote, while the sickle-cell disease is a manifestation of the monozygote. Therefore, 
in the latter both parents must show sickling. 

Dr. HELEN CurtH: Are the abdominal complaints of the patient and the numbness of the 
fingers considered part of the syndrome? Such complaints have been described in other instances 
of the disease. 

Dr. Jos—epnH L. Morse: Although we have seen quite a few cases of sickle cell, we have 
never before encountered the extensive ulcerations this patient presents. All our previous cases 
have had only discrete ulcers on the lower legs. However, I am told that sickle-cell anemia 
may cause this extensive ulceration at times. There is to be a bacteriological study, and we are 
trying to get the other members of the patient’s family to come in for blood examination for 
sickle cells. As for the numbness and abdominal pain, the medical department could not explain 
these symptoms or their relation to the sickle-cell anemia. She told them she had never had 
them before with her previous attacks, but I understand these symptoms have been reported in 
this condition. However, in the few days since she has been in the hospital they have practically 
disappeared. 

Dr, Eten REINER: To establish our diagnosis we have to examine the living parent, the 
child, and the siblings clinically as well as by laboratory methods. 


Bullous Lichen Planus. Presented by Dr. ALEXANDER W. Younc Jr., from St. Luke’s 
Hospital. 


Sites: Generalized involvement. 
Duration : Two months. 
History : A housewife, 44 years old, upon first inspection presented a generalized dis- 


order which was preceded four weeks earlier by a pruritic dermatitis_ located 
on the flexor surfaces of the forearms. With conservative management during a 
two-week period (starch baths, antihistamines, soothing local medicaments, 
vitamin B.. by injection) moderate subjective improvement was observed. How- 
ever, after the successive development of bullae which remained unresponsive 
to hydrocortisone, 0.08 gm. daily, in divided doses, for seven days, the patient was 
hospitalized. 

Past history reveals hospital admission in 1953 for biopsy of a breast tumor 
thought to be benign, and in 1952 for a period of seven weeks for tachycardia. 
Further history concerning family, food, and allergy was negative. However, the 
patient stated that prior to the onset of the dermatitis she had been given by a 
local physician a tablet for nervousness. 

Examination : Involving almost the entire cutaneous surface is a violaceous eruption com- 
posed of small, flat-topped papules showing at times a confluent and linear 
configuration. Bullae having a diameter of 2 to 6 cm. are noted on the lower 
extremities and back. The buccal surfaces reveal grouped, whitish papules. 

Biopsy : Only fragments of the section are seen. The epidermis is acanthotic, with 
marked inter- and intracellular edema. It is covered by a loosely laminated 
horny layer; the granular layer is increased, and the basal cell layer is washed 
out in some areas. The vessels of the mid and upper cutis are dilated; some are 
thrombotic. Interstitial edema to bullous formation is seen in the subepidermic 
region. 

Course: Marked subjective and clinical improvement has been noted through the 
hospital course while the patient was being treated with ACTH gel, 40 units, 
I. M., daily, Achromycin, 1.0 gm. daily in divided doses, vitamin By, 500y by 
injection daily, medicated baths and dressings, and antih!:tamines. 


DISCUSSION 
Dr. CHartes WotF: This case is an enigma because it is labeled bullous lichen planus 
without any specific lesions of lichen planus. At the present time we have a diffuse linear 
streaked pigmentation with an ulceration on one lower extremity. The patient gives a confused 
history of drug ingestion. She is subject to severe headaches and has been given therapy for 
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that symptom. I would say at the present time the bullous lesions could be explained on the basis 
of a dermatitis medicamentosa, and the pigmentation, diffuse and generalized, can also be 
explained on that assumption. 

Dr. LEes~tie P. BARKER: When this patient was first admitted to the hospital, she had 
numerous typical flat-topped, angular, violaceous-colored lesions with Wickham’s striae evident 
in many of the lesions—typical picture of lichen planus. The eruption shows so much improvement 
that the salient features of lichen planus are not present tonight. 

Dr, Maurice J. CostELtto: I agree with the presenting diagnosis of lichen planus of the 
bullous type. One of the features of lichen planus of the bullous type is that when bullae occur in 
the mouth they may be present for 24 hours without rupturing. I asked her how long the bullae 
remained in the mouth before they ruptured. She said about three days. If that is a criterion, 
she has lichen planus. I treated a dentist patient at one time who found it necessary to puncture 
the bullae with a pointed bistoury for relief. 


Sarcoidosis. Presented by Dr. Lestiz P. BARKER, from St. Luke’s Hospital. 


Patient : Puerto Rican man, aged 46. 
Duration : Eight years. 
History: Patient was presented before this Society two years ago. He had sarcoidosis 


(Boeck’s) since 1947, with demonstrable changes in the lung, lymph nodes 
(cervical and inguinal), and on the skin, He had typical sarcoid lesions on the 
left ear, left preauricular area, lower lip, chin, and right knee. 

Patient has been hospitalized on 10 occasions, once in 1952 for pyelonephritis 
and cystitis, the other times for dyspnea, cough, and fatigue to the extent that he 
was unable to work. 

Physical examinations of the heart, liver, and spleen have always been normal. 


Laboratory Biopsy specimen taken from cervical lymph node and from the involved 
Findings : skin showed typical picture of sarcoid. Kveim test was very strongly positive. 
Old tuberculin test 1: 100 negative. . 


Repeated blood chemistry studies including urea, uric acid, N. P. N., protein, 
potassium, sodium, chlorides, and sugar have always been normal, as has the 
blood count. 

Erythrocyte sedimentation rate has been normal except during the attack of 
cystitis. 

Roentgenograms of the lungs (repeated) have shown extensive sarcoid 
involvement, with no improvement from the various treatments. 

Course and The following treatments have been given: 
Treatment : Streptomycin alone and with P, A. S. A. 

Dihydrostreptomycin along with P. A. S. A. No prompt or : iealaeand 
improvement, other than one would expect from bed rest. 

Cortisone and/or ACTH relieved the symptoms promptly and improved the 
skin lesions and enlarged nodes temporarily, with no changes in the roentgeno- 
grams of the lungs. 

Isoniazid alone gave some relief from the cough and dyspnea, and consider- 
able symptomatic relief was obtained when small daily doses (20 mg.) of 
ACTH were added. He has received no ACTH since January, 1954. 

In September, 1954, he returned to the clinic because of loss of weight, fatigue, 
dyspnea, and hemoptysis. Repeated sputum examinations showed no tuberculin 
bacilli. Since then he has taken isoniazid 3 mg/kg., streptomycin 0.5 gm., and 
dihydrostreptomycin 0.5 gm. daily. There has been a gradual improvement of the 
cough and systemic symptoms. 


DISCUSSION 


Dr. Cart T. Netson: I think it is of interest that this man’s Kveim tests done more than 
six years ago on the right forearm are still positive. As he says, when he is given the “good 
medicine,” namely, cortisone, the test papules disappear. When the “good medicine” is stopped, 
the Kveim papules reappear. I would interpret this to mean that he still has active disease. 
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Leprosy (Lepromatous Type). Presented by Dr. RoyaL MontcomeEry, from Roosevelt 


Hospital. 
Patient : White man, 42 years old, born in the Philippines. 
History : In 1949 “red spots” appeared on the face associated with loss of hair from the 


eyebrows. There were areas of anesthesia and paresthesia on the trunk and 
extremities. The facial lesions responded to treatment with Diasone.- In 
September, 1954, there were diffuse pigmentation and some edema of face. The 
nose and ear lobes were becoming nodular. He was next seen at Roosevelt 
Hospital on Feb. 17, 1955. He was admitted because of an ulceration on the left 
leg and complaints of pain and pruritus. He was transferred to U. S. P. H. 
Hospital on Feb. 20, 1955. 

No known family history. The patient has four sisters living, without evidence 
of the disease. 

Description : There are infiltrated nodular lesions on the ears, nose, upper lip, elbows, 
dorsum of the hands, knees, and legs. An area of irregular ulceration is present 
on the lateral aspect of the left knee. A xanthoma-like lesion is seen on the left 
lower eyelid. The skin of the legs is atrophic and hyperpigmented. There is thin- 
ning of the lateral thirds of both eyebrows. 

The ulnar nerves are palpable, and ‘the interossei muscles of the hands show 
moderate atrophy. There is hyperthesia of the nodular lesions and stocking 


anesthesia. 
Laboratory Skin scrapings from the right knee, right wrist, ears, and right cheek are 
Data: positive. 


Lepromin test positive in 48 hours (negative in 1949). 

Serology: Kline 4+; Mazzini 4+ (negative in 1949). Sedimentation rate 22 
mm/1 hr. Total proteins 6.34 gm. per 100 cc.; albumin 3.19 (normal 4.5-5) ; 
globulin 3.15 (normal 1.5-3). A/G ratio 1:1. 

Liver function tests: Normal bilirubin and cholesterol values. Thymol 
turbidity 5 units (upper limit of normal) Zinc sulfate turbidity 21 units (normal 
10-12). 

Blood urea, sugar, and N. P. N. within normal limits. 

W. B. C. 6600, with normal differential. 

Biopsy of lesion of left cheek in 1949 was compatible with lepromatous 
leprosy. 

Treatment : A course of Diasone was given in 1949, 1951, and 1952, with improvement of 
the skin lesions, but with depression of the white cell count of the blood. 


DISCUSSION 


Dr. Maurice J. Costerto: I would like to call the attention of the Section to the canary 
yellow discolorations on the upper and inner quadrants of his upper eyelids and also on the 
lower lids, not an uncommon finding in late lepromatous leprosy. It has not the infiltration or 
shininess or sharp demarcation that you see in xanthelasma. 

Dr. AntHony N. Domonxos: I know this is a perennial question, but I would like to ask 
the presenter as to what precautions are made for isolation, if there are any? This man has been 
in New York City since 1945, and it is rather interesting to note just exactly what contacts he 
has been able to establish in the way of disseminating this disease. 

Dr. Franx E. Cormia: This man has not been a very cooperative person. I believe he was 
treated originally in New York by Dr. Montgomery two or three years ago. He came under my 
care some two years ago, at which time lepromatous leprosy was obvious. He was working 
in a restaurant. He was put under treatment and he carried on with the therapy for five or six 
months, during which time he improved with isoniazid and Diasone. He then lapsed from obser- 
vation. The disease has progressed a great deal since that time, and I think that a very energetic 
course of therapy should be administered in the hopes that he can be helped and the course 
of the disease arrested. Prolonged therapy will be necessary. 

Dr. Coartes WotFr: What struck me forcibly was the fact that he has mucous membrane 
lesions in his oral cavity. He had extensive lesions on the soft palate, at the junction of the 
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hard and soft palate rather, with an infiltrated border, with central ulceration. I believe he is a 
very infectious case and the suggestion I would make is that this man be quarantined until these 
lesions are under control. 

Dr. Maurice J. CosteLLto: The Department of Health puts no restrictions on these people 
whatsoever. : 

Dr. Herman GoopMAN: They are not permitted to handle food. 


Dr. Maurice J. Costetto: No case of leprosy has ever been contracted along the Atlantic 
Seaboard. All those cases of leprosy in this city were imported. I have had patients with leprosy 
that I have treated for the last 25 years; no other member of the family has become infected 
in this city. The other members of the family who are infected were born in other climes, such 
as Puerto Rico, China, South America, and other places. I suppose the day may come when we 
have many cases of leprosy in the city, when restrictions will be exercised, but at the present time 
there does not seem to be any necessity for regulations because the health authorities do not 
require them. Patients may go from one state to another, do pretty much as they wish except 
for the food-handling restrictions mentioned by Dr. Goodman. 

Dr. Royat MontcoMERY: The Board of Health was notified at the time he was seen in 
1949, They said as long as he is under treatment it is all right for him to work as a food 
handler. Unless he has an open ulceration, he did not have to be hospitalized. He was most 
cooperative for the first year, and then, as Dr. Cormia mentioned, he left us, and Dr. Cormia 
visited a restaurant in which the patient was working. He apparently was a restaurant worker 
until a very short time ago. Only recently, the employer let him go because of his appearance. 
He came to Roosevelt Hospital recently because he felt ill. The Board of Health was notified 
that he had an ulceration and should be hospitalized. (At this writing the patient is in the 
Leprosarium in Carville, La.) 


Lymphoblastoma—Mycosis Fungoides? Presented by Dr. ALEXANDER W. YOUNG Jr. 


DISCUSSION 


Dr. Victor H. Witten: I would like to make a suggestion that might make the hands and 
feet feel better. According to the patient, he has not been able to derive any help for the trouble- 
some fissures of these parts. The Army Quartermaster Corps developed a boot, designed to 
protect against frostbite, which I understand resulted in smooth, baby-like feet in persons 
wearing them for a long period of time. In a private hospitalized patient with similar involve- 
ment, Dr. Sulzberger and I tried rubber gloves on the hands and a type of plastic bag, as socks, 
wrapped around the feet. This arrangement provided him considerable relief. It was apparent 
that the moisture which collected within these enclosures served to macerate the tissue. 


Lichen Nitidus. Presented by Dr. LestrzE PAxton BARKER. 


Patient : Negro man, aged 38. 
Complaint : Generalized eruption for 8 months, nail involvement for 18 months. 
History : In August, 1954, the nails of the left ring and right index fingers became 


brittle and ridged. About three months ago, several other nails showed peculiar 
roughness at proximal border. 

In August, 1954, the skin eruption began over the extensor surfaces of the 
distal phalanx of all fingers, and within a month it spread proximally to the 
forearms, shoulders, neck, and trunk, finally spreading to the leg and penis. No 
subjective symptoms. 


Past History: Pleurisy in 1943, lasting four weeks. Perirectal abscess in 1953, treated 
surgically. 
Description : Over the entire surfaces, except the palms and head, are numerous pinhead- 


sized shiny, flat-topped, brownish-yellow-colored papules that show a tendency to 
grouping. There are no areas of predilection except the shaft of the penis and 
dorsum of the hands. 
Two fingernails show thickening and deep ridging. Several other nails have 
numerous pits at proximal 2 to 4 mm. of the nail. 
Laboratory Culture of the nails for fungi negative. Old tuberculin test—1: 1000 4+-; 
Findings : 1: 10,000 2+. 
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Urine analysis normal. 
Roentgenogram of the chest normal except for calcified densities in the left 
hilar region. 
Roentgenogram of the teeth and sinuses normal. 
Biopsy : In these sections of a hyperpigmented skin one notes some excess of keratini- 
zation. This is particularly accentuated over limited areas of epidermal atrophy. 
The cutis beneath the epidermis which is atrophic shows small granulomata 
composed of large mononuclear elements and lymphocytes. Chromatophores are 
also seen in conspicuous numbers. I am of the opinion, after having examined 
the photographs and slides, that the case is one of lichen nitidus. 
Course and Two months ago, the patient was started on isoniazid 200 mg. daily. There 
Treatment : was immediate rapid involution of the papular eruption during the first two 
weeks, but improvement has been very gradual since. 


DISCUSSION 


Dr. ARTHUR S. Hyman: This is a most unusual type of lichen nitidus, because of the very 
large number of minute lesions on the dorsa of the fingers, sites rare indeed for lichen nitidus, 
and because of the nail changes which one must presume are related to the lesions on the fingers. 
The nail changes are commonly seen in association with eczema of the fingers, but not with lichen 
nitidus. It is difficult to understand how such minute lesions as these could cause so much nail 
change. Moreover, on the basis of the response to isoniazid one might speculate that, though the 
histology was that of lichen nitidus, the patient actually had some form of tuberculid which it may 
closely resemble microscopically, and that the improvement was due to the effectiveness of the 
isoniazid on the original tubercular focus that this patient may have had. 

Dr. Mase. G. SILVERBERG: This man had a mucous membrane lesion in the mouth, on the 
left side of the mouth, far back, and it looked pretty typical of lichen planus. I don’t think the 
skin lesions looked like lichen planus though the mouth lesion certainly does. 

Dr. Leste BARKER: Repeated cultures from the nails have failed to grow fungi. I am 
inclined to attribute the nail changes to the extensive involvement of lichen nitidus although 
I have never seen nail changes associated with this disease before. I think the response of the 
eruption to isoniazid therapy is of considerable interest. I have not seen mouth lesions in this 
patient. 


Lupus Erythematosus—Discoid Type. Presented by Dr. ALEXANDER W. Younc Jr. 


DISCUSSION 


Dr. HELEN CurtTH: I was interested in the history. The patient was operated on for mam- 
mary cancer of one side shortly before the generalized widespread eruption appeared. Lupus 
erythematosus has been described in association with malignant internal tumors. However, I 
have not found any evidence of a causal relationship between the two conditions. I believe, 
however, that since in this case the eruption appeared not so long after the tumor manifested 
itself, and since some reports of an association between malignant internal tumors and lupus 
erythematosus were published, it would be advisable to reevaluate the operation and see if by any 
chance the patient shows any signs of a recurrent tumor. 

Dr. Maurice J. CostEtto: I think this disseminated lupus erythematosus may be on a 
malignant background. I would like to ask whether this patient received roentgen therapy for 
carcinoma. I had a patient one time whom I reported who developed acute lupus erythematosus 
of the disseminated type following massive roentgen therapy for carcinoma of the breast. 

Dr. CHartes WoLtF: Was there a biopsy? 

Dr. TrmotHy J. RiorpAN: There were three biopsies as a matter of fact. The first one, 
discoid lupus erythematosus (?); the second one, lupus erythematosus; the third one, described 
in detail, “In the upper cutis, the blood vessels are dilated, some contain blood elements, some 
show telangiectasia, and there is a moderate exudative infiltrate, diffuse, composed of small round 
and wandering connective tissue cells and an occasional plasma cell. The epidermis is acanthotic 
and covered by a thickened horny layer. The basal cell layer is intact. Diagnosis: Probably 
lupus erythematosus.” 
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Case for Diagnosis: Nevocarcinoma? Presented by Dr. ALEXANDER W. YOuNG Jr. for Dr. T. R. WORCESTER. 
Granuloma Annulare in a Child. Presented by Dr. S. IRGANG. 

Rosacea-like Tuberculid. Presented by Dr. ALEXANDER W. YOUNG Jr. for Dr. F. ALBEZ. 

Lymphoblastoma. Presented by Dr. RoyAL MONTGOMERY. 

Kaposi’s Hemorrhagic Sarcoma. Presented by Dr. LESLIE PAXTON BARKER. 

Kaposi’s Hemorrhagic Sarcoma. Presented by Dr. LESLIE PAXTON BARKER for Dr. T. R. WORCESTER. 
Allergic Cutaneous Vasculitis (Resolved). Presented by Dr. S. IRGANG. 

Lupus Erythematosus Discoides. Presented by Dr. S. IRGANG. 

Psoriasis, Presented for Dr. DANIEL HYMAN by Dr. ROYAL MONTGOMERY. 

Ehlers-Danlos Syndrome and Lichen Pilaris. Presented by Dr. ALEXANDER W. YOUNG Jr. and Dr. RoyaL 





MONTGOMERY. 
Lichen Simplex Chronicus—Verrucous Type Allergic Dermatitis. Presented by Dr. ALEXANDER W. YOUNG Jr. 
Lupus Erythemat Subacute. Presented by Dr. ALEXANDER W. YOUNG Jr. and Dr. JUAN LARRALDE. 


NEW YORK DERMATOLOGICAL SOCIETY 


John C. Graham, M.D., President 


Gerald F. Machacek, M.D., Secretary 
Feb. 15, 1955 


Nevoxanthoendothelioma. Presented by Dr. WILBERT SACHS. 


G. H., a boy aged 3% years, was first seen at the Passaic General Hospital on June 17, 
1953. The child was born with yeilow lesions on the shoulder. There is no family history of such 
an eruption. 

There was one large, yellow lesion about 1 cm. in diameter and raised about 0.5 cm. There 
were several yellowish-to-orange-colored papules. The lesions were not treated, and at present, 
a year and a half later, they have entirely disappeared with few or no sequelae. 


Persistent Erythema of Palms and Soles (Hereditary) in Four Generations. Presented 
by Dr. Wi1LBertT SAcus. 


K. H., a man aged 37, came to the Passaic General Hospital for persistent redness of the 
palms and soles. His two daughters, S. H., aged 8 years and K. H., aged 1% years, have a 
similar condition. The patient states that his father and grandfather had red palms and soles. 

With changes of temperature the palms and soles became somewhat blue in color. These areas 
appear to perspire more easily. Occasionally there is a slight amount of scaling. There are no 
subjective symptoms. Some of the patients also have an erythema of the dorsal surfaces of the 
hands and feet. 

DISCUSSION : 

Dr. Georce M. Lewis: I agree with the diagnosis but would question whether the 
essential lesion isn’t hyperhidrosis with secondary erythema. The location and first impression 
suggest a fungous infection but on careful study it is obviously not that. The nails are sound. 
Banthine could be tried to reduce perspiration. The use of x-rays is probably contraindicated. 

Dr. Georce C. ANpREws: I doubt that Lane’s case of erythema palmare hereditaria had 
hyperhidrosis. I thought it was a type of nevus, which is quite different from the present case. 
This is more like acrocyanosis, due to a disturbance of the parasympathetic nervous system. 

Dr, Frank E. Cormia: It is important, as Dr. Andrews has pointed out, to make a correct 
diagnosis. If this patient has a symmetric erythema secondary to hyperhidrosis, he should 
benefit by sympathectomy. On the other hand, if it is coincidental, sympathectomy might make 
it worse, so we should proceed cautiously. A temporary medical sympathectomy, as suggested 
by Dr. Lewis, might be advisable. 

Dr. Eucene F. Traus: I don’t believe these cases are examples of erythema palmare 
hereditaria, but rather some type of keratosis palmare et plantare with hyperhidrosis. As Dr. 
Andrews pointed out, cases of erythema heriditaria are vascular nevi that show no sharp 
demarcation; they are vascular and indistinguishable from vascular nevus of port-wine type— 
in other words, a port-wine nevus of the palms and soles. I don’t believe that we are correct 
in classifying these cases in that group. The change in these patients is thickening and hyper- 
hidrosis, but whether the keratosis is primary or secondary I don’t know. A biopsy would be of 
help. 
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Dr. GERALD F. MAcHAcEK: There was some change in the epidermis; I think it fits in with 
hereditary malformation of the skin in these locations, and that it is a matter of degree. Sympa- 
thectomy would be a drastic treatment when one considers how well the father has gotten along. 

Dr. Maurice J. CosteLto: A girl with excessive perspiration of the palms was presented 
at the last meeting c‘ the Atlantic Dermatological Conference, cured by cervical sympathectomy. 
The patients presented tonight are very little discomfited at present. 

Dr. WiLzERT Sacus: I don’t know the diagnosis and I am not certain whether there is 
such a diagnosis as I have given. I just tried to describe what I see. I don’t believe the erythema 
is secondary to perspiration, because there are long periods of time when there is no perspira- 
tion, but the palms and soles remain red. The dorsal surfaces are red also. 


Lupus Vulgaris. Presented by Dr. GERALD F. MACHACEK. 


A. K., a woman aged 62, has had a rash on the left side of the face, jaw, and neck for 49 
years. It developed at about the age of 13 following suppuration of a gland, and gradually 
spread until the lesion was about 11 by 8 cm. in size. It had attained these dimensions when I 
first saw her on Dec. 1, 1949. The lesion was infiltrated, raised, had thick, silvery scales, and 
showed the typical brown nodules of lupus vulgaris. She was treated with 150,000 units of 
vitamin D daily; irradiation from a cold quartz lamp was given weekly, and she had eight 
intracutaneous injections of 0.05 cc. of old tuberculin in a dilution of 1: 10,000. There was 
great improvement and she was shown before this Society on Oct. 24, 1950. She was seen at 
infrequent intervals until May 2, 1952, with added improvement meanwhile. However, she had 
developed a papillary cystadenoma of the ovary, and, as complete removal was not possible, 
irradiation was administered to the abdomen. Widespread pigmentation can be seen on the 
abdomen and back. On Feb. 16, 1953, she reappeared in my office, showing considerable 
worsening of the tuberculous facial lesion. Isoniazid (Nydrazid), 100 mg. three times daily was 
prescribed. I saw her on Six occasions up to May 14, 1953, and noted definite improvement. For 
about four months after that date the patient states she took the tablets, having the druggist 
repeat the prescription. I saw her again on Feb. 4, 1955, because of a small recurrence on her 
neck. 

At present one notes a smooth, flat, relatively inconspicuous scar extending from the lobe of 
the ear down to the lower part of the jaw and on the neck. A few small brown spots are seen 
on the neck, and a small nodule about 0.5 cm. in diameter on the neck. 


DISCUSSION 

Dr. Georce C. ANDREws: How long did she take 300 mg. daily? 

Dr. GERALD F. MAcHACEK: Two years. I have had a patient under treatment for two years, 
first with streptomycin and Nydrazid, then nicotinic acid and paraaminosalicylic acid, and for 
some months with streptomycin, and ever since with 2 gm. of paraaminosalicylic acid, and 300 
mg. of Nydrazid, 

Dr. Eucene F. Traus: I showed two cases, one of whom had had the disease about 
40 years, and the other almost 50 years, which cleared up on 100 mg. daily. I shall be glad to 
show them again at any time. The disease has cleared up 100%. 

Dr. Maurice J. CostEtto: I have never seen a patient cured by this method; they improve 
up to a point, but there are always one or two satellite lesions. Since satellite lesions are so 
responsive to drugs, I wonder why they were not cured. I certainly wouldn’t think this patient 
was cured. 

Dr. Geratp F. Macuacek: She has had remarkable results when you think that these 
lesions have been present for 49 years, and that within the last few years the huge, raised area, 
covered with silvery scales, has almost completely disappeared. 


Morphea. Presented by Dr. WiLBert SaAcus. 


N. G., a woman aged 38, came to the Passaic General Hospital because of pigmented lesions 
on the back. These appeared 12 years ago and gradually new lesions developed to involve 
most of the back and some of the abdomen. 

There are numerous well-defined lesions from 2 to 8 cm. in diameter on most of the back and 
on the lower portion of the abdomen. They appear to be somewhat depressed, and the color 
varies from light to a deeper brown. 
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The patient was first observed about nine months ago, at which time she was four months 
pregnant. The lesions appear to have involuted considerably during this pregnancy. 
Urinalysis was normal and examination of the blood was within normal limits. 


DISCUSSION 

Dr. AntHony C. CrpoLLARO: Some lesions do heal spontaneously, but why, nobody knows. 
I doubt that pregnancy has had anything to do with it. 

Dr. Eucene F. Travs: I believe the improvement during pregnancy was more than a coin- 
cidence. Anything that shakes up the metabolism in these cases may cause amelioration. A dis- 
turbance in metabolism could be responsible for initiating a shove in either direction and make 
the disease worse or better. 

Dr. J. Lowry Mitter: I agree that pregnancy probably had nothing to do with the 
improvement; however, I have had a case in which improvement was coincidental with preg- 
nancy. 

Dr. Witsert Sacus: I think pregnancy did have something to do with it because the 
lesions went away so fast. But why didn’t the three previous pregnancies do it? 


Psoriasis with Secondary Infection. Presented by Dr. AntHony C. CIPOLLARO. 


W. W., a man aged 40, first consulted me on Jan. 31, 1955. He had a long history of 
psoriasis, and last summer and fall he had an exfoliative dermatitis for which he was hospitalized 
for nearly two months. The pustular eruption on his hands and feet has been present for at 
least six months. The generalized psoriasis and the exfoliative dermatitis cleared up but the 
hands and feet have been a constant problem. Repeated cultures have been negative for both 
fungi and bacteria. He has been given all types of antibiotics, and they have had no effect on the 
eruption other than alleviating the elevation of temperature and discomfort. He is reasonably 
comfortable when using wet dressings of boric acid solution and when he is exposed to ultra- 
violet light. When the eruption has been severest, he has been in the southern part of the 
United States and exposed to sunshine. 

I have prescribed vitamin Ds, Ilotycin, cold quartz ultraviolet light, 0.02% chrysarobin oint- 
ment, and compresses of potassium permanganate solution, and he has shown some improvement, 
with less discomfort, less edema, and less erythema. The pustules have remained more or less 
constant. 

The patient now presents an eruption which involves both hands and feet. The nails appear 
to be badly macerated, and there is paronychia about each nail. The hands and feet are acutely 
erythematous, and there is a dried, adherent scale, particularly on the palms and soles. Through- 
out the involved areas are numerous pustules. Between his toes there is a constant purulent dis- 
charge, and around the nail beds there appears to be a purulent discharge. The picture appears 
to be that of psoriasis complicated by a secondary infection. I suppose this would be the type 
of case that would be called psoriasis with pustules rather than pustular psoriasis or pustular 
bacterid. 

This patient has been seen by several dermatologists. He has been studied from all possible 
standpoints, and the last physician who saw him has insisted on a high-protein diet supplemented 
with high doses of vitamins. In spite of all the systemic care and good local therapy, the erup- 
tion has persisted. He is presented for suggestions for treatment. 


DISCUSSION 


Dr. EucEene F. Traus: This patient’s eruption fits into that group of diseases at various 
times interpreted as psoriasis, dermatitis repens, or acrodermatitis of Hallopeau. I wouldn’t 
have appended the diagnosis of psoriasis to this patient. I believe he is going to follow the 
course of dermatitis repens, with gradual destruction of the nails in toto, and that he will 
gradually get stump deformities of the fingers and toes. What to do with this patient, I don’t 
know. I think Dr. Miller’s suggestions are good—build up his general condition, look after foci 
of infection, and we might try actually curetting the lesions deeply to see if we can’t get healing 
in that fashion. Perhaps some of our newer drugs may control this usually destructive process. 

Dr. GrraLtp F. MacHacexK: The man has psoriasis; he has typical lesions on the knees. The 
eruption on the hands and feet is another matter; something has been superimposed. The treat- 
ments outlined are fair, but I would leave out the potassium permanganate. I would rule out 
tuberculosis. Focal infection has been mentioned,-and I would apply antibiotics locally, cortisone 
locally, and perhaps even by mouth. 
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Dr. Paut E. Becuet: He definitely has psoriasis on the knees, but I don’t think it has any- 
thing to do with the condition of the palms. There we see sharply outlined lesions with pustules, 
which are so frequent and which we call pustular bacterid. I think there are lesions on the 
fingernails, which are in poor condition. There is a dusky hue to the extremities, and there is a 
question whether he has some change in the circulation plus, as Dr. Barker suggested, a 
Staphylococcus infection. 

Dr. Georce M. Lewis: This patient presented what I consider classic involvement of the 
palms, with lakes of pus in the disease known as pustular psoriasis. Extensive culturing has 
been undertaken without organisms being found. The treatment Dr. Cipollaro has given I think 
is correct, but it takes perseverence. In addition I would prescribe large doses of vitamin A. 

Dr. Wiisert Sacus: I think he has psoriasis, but don’t think the lesions of the palms and 
soles are those of psoriasis. It may be dermatitis repens. If this patient hasn’t had sulfonamides 
internally, I would suggest them. If he has and there has been no benefit, I would paint the 
lesions with tannic acid in tincture of benzoin. If you give something strong like chrysarobin 
or cortisone, you may stir up something the patient hasn’t got at this time. 

Dr. Doucras Torre (by invitation): I would agree with Dr. Bechet’s suggestion that 
there is some circulatory difficulty in this case. With other therapy the patient might be given 
a vasodilating drug such as Roniacol, 25-50 mg. four or five times a day. 

Dr. Grorce C. ANpREws: I think it is pustular psoriasis; there are pictures exactly like 
this in Ingram and Barber’s articles (Brit. J. Dermat. 42:489-518 [Nov.] 1930), with lakes of 
pus as described by Dr. Lewis. Those cases were cured, some of them, by removing foci of 
infection. I don’t think it is pustular bacterid at all. Cortisone is an excellent remedy for this 
condition, and I wouldn’t wait because there is some pus there. I would treat it as pustular 
psoriasis, and would go back and review those old articles which would apply to this case very 
well. 

Dr. Franx E. Cormia: This is a confusing case. I believe it is primarily psoriasis and that 
secondary factors are influencing the course of the disease. I am puzzled when Dr. Andrews 
speaks of pustular bacterid and pustular psoriasis as being different; then he states that removal 
of foci of infection might be of some value in this case. I have seen improvement in a patient with 
extensive pustular psoriasis after removal of an infected gall bladder. I believe that in psoriasis 
there may be peculiar factors which result in the development of these sterile pustular lesions, 
which may be clinically identical with pustular bacterid. I would think that, with the circulatory 
deficiency in the lower extremities and with the exudation which he has, one would be taking a 
chance with cortisone. He should be checked for focal infection. 

Dr. EuGenre F. Traus: Several members expressed the opinion that in dermatitis repens 
one finds an organism. The pustules are just as sterile as in pustular psoriasis. There is some 
question whether they are not the same disease, and I believe they are, whatever that disease 
may be. I don’t say that it is psoriasis, and these certainly are not typical psoriatic lesions. 
Certainly there is not the silvery, micaceous scaling as on the knees, but lakes of pus which are 
all sterile, as in dermatitis repens or pustular psoriasis. 

Dr. Georce C. ANDREws: I can’t explain why you get pustular lesions in psoriasis, but I 
know you do, and Dr. Barber was able to clear up so-called pustular psoriasis by removal of 
tonsils. When you get a patient with no signs of psoriasis, no history of family history of the 
disease, and he develops pustules on the hands and feet, you have no business calling it pustular 
psoriasis. We have many dozens of those cases, and they stay cured after removal of foci of 
infection. 

Dr. Wi1LBeErt Sacus: Do you think this patient had psoriasis and developed pustules on top 
of it? Then why didn’t the lesions go away? I think this is so-called pustular psoriasis, or 
dermatitis repens. I am not saying it is psoriasis with pustules. 

Dr. AntHony C. CrpoLttaro: This man has improved a great deal. I have been working on 
the basis that he has psoriasis and an unusually lowered resistance to common pyogens. I am 
convinced that he has a superimposed pyogenic infection on this psoriasis. He just drips pus 
from between all the fingers and toes. I cannot agree with those who think this patient has 
dermatitis repens. I did not think he had pustular psoriasis, because I have never read of or seen 
such an extensive case of that disease. It may be that he has it in an unusually extensive form. 
He did have psoriasis before he developed pustules, and he had exfoliative dermatitis psoriaticum 
before coming to me. I shall be glad to re-present him at a later meeting. 
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Circumscribed Myxedema and Exophthalmos. Presented by Dr. Franx E. Cormia. 


M. A., a 71-year-old man, has been seen at the New York Hospital for the past 15 months, 
complaining of loss of weight and nervousness of 18 months’ duration. The inferior pole of the 
thyroid was questionably enlarged, the hair sparse, the skin warm and thin, and he had a fine 
tremor of the upper extremities. Bilateral exophthalmos was present, and arterial pulsations 
were poor in the lower extremities. The basal metabolic rate was +36%, and the blood cho- 
lesterol 158 mg. per 100 cc. The blood pressure was 200/84. X-ray examination did not confirm 
the suspected thyroid enlargement. He was treated with potassium iodide and ‘propyl thiouracil, 
150 to 300 mg. daily, for three months, with temporary improvement, and then was given a 
single dose of radioactive iodine (one year ago—Feb. 25, 1954). Subsequently he has resumed 
propyl thiouracil medication. 

During the past few weeks, infiltrative plaques have appeared on the lower third of each leg. 

Examination shows pigskin-type infiltrative plaques on the lower third of the legs. There is 
bilateral exophthalmos. 

The basal metabolic rate was +36% on Oct. 15, 1953, +15% on Nov. 13, 1953, —3% on 
Dec. 11, 1953, and —4% on Sept. 16, 1954. The blood cholesterol was 158 mg. per 100 cc. on 
Oct. 16, 1953; on Jan. 8, 1954 it was 228, on Aug. 6, 1954, 248, on Nov. 5, 1954, it was 205, 
and on Jan. 9, 1955, it was 210 mg. 


DISCUSSION 


Dr GeraALp F. MacHaceK: What therapy did he get before he developed stigmata? Did he 
get potassium cyanate? (Answer: No.) When potassium thiocyanate or thiouracil are given, 
patients may develop myxedematous plaques. 

Dr. ANTHONY C, CrpoLLaARo: The man didn’t even know he had lesions on the legs and feet 
until attention was called to them at the clinic. He has exophthalmos and received radioactive 
iodine. The exophthalmos improved and then got worse again, so this is a patient who developed 
localized myxedema following the use of radioactive iodine. Most other cases follow surgery. 
It is interesting that his basal metabolic rate was high until the last one, which was —4%. 

Dr. J. Lowry Mitter: As I recall, the cause of locatized myxedema is not the thyroid 
but the pituitary hormone, which must, I believe, be used up by the thyroid, so I think it was 
logical for the patient to develop myxedema at this time. 

Dr. Eucene F. Traus: This is a very early example of myxedema. The point Dr. 
Cipollaro mentioned, that the man hadn’t noticed the huge plaques on the legs, gives me the 
therapeutic suggestion I am going to give Dr. Cormia—to abstain from any type of therapy. 
The condition doesn’t cause symptoms; the patient isn’t bothered; hyaluronidase has not been 
successful in most hands, and the effect is temporary when there is any. 


Dr. GeraLtp F. Macuacex: This type of myxedema appears even with hyperthyroidism. 


Urticaria Pigmentosa. Presented by Dr. WILBERT SACHS. 

Epidermolysis Bullosa. Presented by Dr. WILBERT SACHs. 

Lymphoblastoma of the Scalp. Presented by Dr. ANTHONY C. CIPOLLARO. 

Case for Diagnosis: Lichen Planopilaris? Lichen Nitudus? Presented by Dr. Maurice J. CosTELLo. 
Malignant Melanoma. Presented by Dr. LEstieE P. BARKER. 

Erythromelalgia. Dermatitis Solare. Presented by Dr. J. Lowry MILLER. 

Epidermolysis Bullosa. Presented by Dr. J. Lowry MILLER. 
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Scientific Exhibits 








CUTANEOUS MANIFESTATIONS OF THE LEUKEMIA-LYMPHOMA GROUP 


SAMUEL M. BLUEFARB, M.D. 
AND 


STEVEN O. SCHWARTZ, M.D. 
Chicago 


Shown as a scientific exhibit at the American Academy of Dermatology and Syphilology, Chicago, Dec. 4-9, 1954. 
Northwestern University Medical School and Cook County Hospital (Dr. Bluefarb) and Hektoen Institute for 
tical Research, Cook County Hospital (Dr. Schwartz). 


NONSPECIFIC CUTANEOUS MANIFESTATIONS 


PALLOR 


PRURITUS, including 
urticaria 


PRURIGO-LIKE 
PAPULES 


PIGMENTATION, | in- 
cluding acanthosis nigri- 
cans 


PITYRIASIS RUBRA 
or exfoliative dermatitis 


PURPURA PETE- 
CHIAE and other vas- 
cular phenomena 


PYODERMS 


POSTERIOR SPINAL 
GANGLIONITIS or 
herpes zoster 


PEMPHIGOID or _ bul- 
lous lesions 


POIKILODERMATO- 
_MYOSITIS 


PHLEBITIS 
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THE NEW, NEWER, AND NEWEST 














For the first time the Yale University School of Medicine now has a full-time dermatology 
unit. Dr. Aaron B. Lerner has been appointed Associate Professor of Medicine and Head of 
the Section of Dermatology. 





Dr. Herman N. Eisen, formerly of the Department of Industrial Medicine of New ‘York 
University, has been appointed Chairman of the Department of Dermatology at Washington 
University School of Medicine, St. Louis. A new division of dermatology is being established 
with the aid of a $400,000 Rockefeller Foundation Grant to the Medical School. 





The new officers of the American Board of Dermatology and Syphilology are Dr. Arthur 
C. Curtis, Ann Arbor, Mich., President; Dr. John H. Lamb, Oklahoma City, Vice-President ; 
Dr. Beatrice M. Kesten, New York, Secretary-Treasurer. 





The Section of Dermatology and Syphilology of the Southern Medical Association, which 
met Nov. 14-16 at Houston, Texas, under the chairmanship of Dr. Ray C. Noojin, had as 
guest speaker Dr. Marcus R. Caro, Chicago, who spoke on “Cutaneous Windows to Internal 
Disease.” He was also moderator of the Zola Cooper Memorial Clinicopathologic Seminar, which 
was held at the same meeting under the direction of Dr. James W. Burkes Jr. 





The Pacific Dermatological Association, which met last year in Mexico, D. F., will meet this 
year in Honolulu, June 25-28. The group has invited members of the American Dermatological 
Association, which meets in Santa Barbara, Calif., June 18-21, 1956, to attend the meeting in 
Honolulu. 

The officers of the Pacific Dermatological Association are as follows: 

President—Dr. Frederick G. Novy Jr., Oakland, Calif. 

Vice-President—Dr. Harry L. Arnold Jr., Honolulu ‘ 

Secretary—-Dr. Ben A. Newman, Beverly Hills, Calif. 

Asst. Secretary—Dr. Harold Johnson, Honolulu 

The officers of the American Dermatological Association are the following: 

President—Dr. V. Pardo-Costello, Havana, Cuba 

Vice-President—Dr, C. Ferd Lehmann, San Antonio, Texas 

Secretary—Dr. J. Lamar Callaway, Durham, N. C. 





We extend congratulations to Dr. F. Ronchese, Providence, R. I., who was elected cor- 
responding member of the Societa Argentina de Dermatologia and Sifilographia. 





We have learned too, though unofficially, that Dr. Jose M. M. Fernandez has been rein- 
stated by the new government regime as Professor of Dermatology of the University of the 
Litoral, Rosario, Argentina, and that he is also appointed the coordinator in charge of the 
reorganization of the Medical School. 





The establishment of the Leon Reznick Memorial Fund has been announced by Dr. Chester 
N. Frazier, John Litwack, and Samuel Resnick, Trustees. It will be used to create a permanent 
scholarship loan fund or other appropriate gift at the Harvard Medical School in the name of 
Dr. Leon Reznick, whose untimely death occurred on Oct. 14, 1955. 





The First International Symposium on Veneral Diseases and the Treponematoses 
will be held at the Statler Hotel, Washington, D. C., from May 28 through June 1, 1956. The 
symposium will be sponsored by the U.S. Public Health Service, the Department of Health, Edu- 
cation and Welfare, and the World Health Organization. On the agenda are such topics as 
“Treponematoses in Retrospect and Prospect ;” “Natural History of Syphilis,” “Experimental 
Syphilis,” “Serology,” etc. All physicians are invited to participate. 





The Pan American Women’s Alliance will hold its Fifth Congress in Santiago and Vifia 
del Mar, Chile, March 6-13, 1956. The meeting is open to all women physicians. The program 
will include discussions of cancer, fertility, social problems of women in medicine, and other 
general topics. Information may be obtained from Dr. Jessie L. Brodie, 732 N. W. 19th Ave., 
Portland, Ore.. : H.R 


196 








Books 








J. A. M. A. Clinical Abstracts of Diagnosis and Treatment. Edited by Noah D. Fabricant, 
M.D. Price, $5.50. Pp. 627. Intercontinental Medical Book Corporation with Grune & 
Stratton, Inc., 381 Fourth Ave., New York 16, 1955. 


For many years the “Medical Literature Abstracts” section of the Journal of the American 
Medical Association has been one of its most popular and widely read features. Now the best and 
most practical abstracts of the past year have been compiled in a single volume by Dr. Noah 
Fabricant, Editorial Associate of the J. 4. M. A., with “the hope that it will prove serviceable 
both to general practitioners and to specialists eager to keep informed about the latest develop- 
ments taking place in clinical practice and in the laboratory.” The art of selection was practiced 
most effectively, and thus with but little effort the dermatologist may keep abreast in fields other 
than his own, not only in clinical fields but also in pathology, physiology, anesthesia, radiology, 
and therapeutics. 

All fields of medicine are covered, and the abstracts are reprinted without editorializing or 
interpretation. Emphasis throughout is on diagnosis and treatment, and the collection of 730 
abstracts constitutes an excellent compact readable survey of the world’s literature of 1954. 


Fainas der Hautkrankheiten: Die Gewebsverinderungen in der kranken Haut 
unter Beriicksichtigung ihrer Entstehung und ihres Ablaufs. By Oscar Gans and 
r Gerd-Klaus Steigleder. Second Edition. Volume 1. Normale Anatomie und Entwicklungs- 
geschichte Leichenerscheinungen. Dermatopathien. Dermatitiden I. Price, DM 285. Pp. 726, 
with 258 illustrations. Springer-Verlag, Reichpietschufer 20 (1), Berlin W. 35, Germany, 
1955. 


Thirty years ago the first volume of Oscar Gans’s work, “Histology of Diseases of the Skin,” 
was published, which was followed about a year later by the second volume. In 1932 the equivalent 
of the third volume, under the title, “Die allgemeine pathologische Anatomie der Haut,” appeared 
as a chapter in Volume 4, Part 3 of the “Handbuch der Haut- und Geschlechtskrankheiten,” edited 
by the late J. Jadassohn. These three volumes presented an exhaustive and comprehensive treatise 
on dermatohistopathology and have served over the years as “the Bible” for all interested in 
dermal pathology. 

The reviewer is very glad that Oscar Gans, with his associate and co-author, Gerd-Klaus 
Steigleder, has published a second edition of the first volume. Moreover, there is the promise of 
a second volume to be forthcoming soon; this is particularly valuable news, especially since 
Gans’s work has been out of print for many years. The great majority of the colored illustrations 
presented in the first edition have been retained. These are of outstanding value in teaching 
histopathology of the skin, for when drawings are as meticulously made, under the exacting 
supervision of the author, as these were done, it is possible to depict in one or two figures what 
ordinarily would require multiple photomicrographs for illustration of the salient points in the 
dermatitis in question. In the new edition newer illustrations are used, particularly in the form 
of photomicrographs, the majority of which are good, although a few appear too dark and there- 
fore are lacking in detail. This may possibly result from the technical difficulties of reproducing 
both color and black-and-white illustrations on opposite sides of the same page. 

Several textbooks on dermatohistopathology have appeared since Gans’s first edition, but 
none have been so comprehensive, nor have they covered as many thoroughly divergent points of 
view, as expressed in different countries by different dermatopathologists, as his work. In the 
current edition the literature and text have been brought up to date, including the many newer 
observations in histopathology of the skin that have been made during the last 30 years. 
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A cursory glance at the book might lead to the erroneous impression that it is not much 
different from the first edition, except for additional illustrations and bibliography; actually, 
however, the text is completely changed in a great many places, and in others newer observations 
are inserted, in either large or fine print. The literature, or bibliography, is found at the end of 
the book, rather than at the end of each chapter, as is the usual practice in textbooks in English, 
but such an arrangement means simply that the general format of the first edition of the book 
has been preserved. The publishers always have been known for the excellency of the format 
and binding of their books, and this book is no exception. 

The first volume of the second edition of “Histologie der Hautkrankheiten” by Gans and 
Steigleder, despite its relatively high price, which may be attributed in part to the expense of the 
colored illustrations, should be on the bookshelf of every dermatologist, pathologist, and research 
worker interested in dermal pathology in all its broadest aspects. 
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Cccoees Spiradenoma 


DAVID W. KERSTING, M.D., Milwaukee 
and 
ELSON B. HELWIG, M.D., Washington, D. C. 


STUNTMAN eT 
I, PURPOSE OF THIS REPORT 


A small painful tumor of the skin, observed 
relatively often in the course of examination 
of neoplasms contributed to the Armed 
Forces Institute of Pathology, has been 
interpreted as a benign sweat-gland adenoma. 
Early in our experience with these tumors 
it became apparent that a unique combination 
of specific histologic pattern and clinical 
character distinguished the entity. 

As this series of tumors became larger 
and individual cases were more fully an- 
notated, we observed certain minor variations 
of the pathologic structure. Comparisons of 
our data with reports in the literature re- 
vealed that rare histologic descriptions of 
this adenoma undoubtedly have appeared 
during the past century. Among the terms 
applied to the tumor by different authors 
were spiradenoma, hidradenoma, syringoma, 
hydradenoma, sweat-gland adenoma, cylin- 
droma, and myoepithelioma. 

The purpose of this report is to present 
the results of our clinical, statistical, and 
histologic investigations of this series of 





Submitted for publication May 28, 1955. 

Read before the 75th Annual Meeting of the 
American Dermatological Association, Inc., Belle- 
air, Fla., April 18, 1955. 

From The Armed Forces Institute of Pathology. 
Earl D. Osborne Fellow in Dermal Pathology of 
the American Academy of Dermatology and Syphil- 
ology (Dr. Kersting; now Assistant Professor of 
Dermatology, Marquette University College of 
Medicine). 








eccrine-sweat-gland adenomas, to discuss the 
pathogenesis, and to define this benign neo- 
plasm as a clinicopathologic entity. 


II, INTRODUCTION 


The benign tumors of human sweat glands 
have been the subject of academic contro- 
versy for many years. Their infrequent 
occurrence, general lack of clinical delinea- 
tion, and innocuous character, the rare occa- 
sion for biopsy and therapy, and the inade- 
quacy of follow-up observation periods are 
factors which have perpetuated the poor 
definition of some of these tumors and con- 
tributed to the uncertainty regarding their 
origin, pathogenesis, prognosis, and proper 
classification. Consequently, a confusing mul- 
tiplicity in the nomenclature has developed. 

However, some facts have accumulated 
which contribute to a certain degree of under- 
standing of the morphology and _ clinical 
characteristics of the benign neoplasms usu- 
ally ascribed to the sweat glands. We 
recognize that six such tumors have a com- 
bination of sufficiently distinctive clinical 
and microscopic characteristics to warrant 
the consideration of each as a separate entity. 
These tumors will be described briefly in 
order that the one that is the subject of this 
report may be oriented with regard to others 
of the group. Lists of multiple synonyms 
applied to these conditions over a century 
of scholastic thought and conflicting inter- 
pretation will be omitted, since they would 
not serve the purpose of this report. 

The dermal cylindroma, or turban tumor, 
is a smooth, hairless mass, usually appearing 
on the scalp. Histologically the tumor is 
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characterized by lobules of basophilic epithe- 
lial cells bounded by a hyaline membrane. 
Irregular masses of hyaline material are 
usually also present between the cells of some 
of the lobules. It has been stated that the 
turban tumor is not a special histologic 
entity. Although the term cylindroma of 
the scalp is not ideal, we recognize this tumor 
as a distinct neoplasm with a definite range 
and limit of histologic and clinical variation, 
the derivation of which has not yet been 
proved. 

The syringoma, probably arising from 
the ductular part of the sweat gland, forms 
a small soft, usually well-defined papule. 
The microscopic structure of syringoma is 
characteristic, consisting of a group of sweat- 
duct-like strands of epithelial cells connecting 
with numerous cystic cavities lined by flat- 
tened cuboidal epithelium and containing a 
finely granular or homogeneous hyaline 
debris. Some observers have seen in syrin- 
goma connections of the tumor elements 
with normal eccrine sweat ducts ? and others 
have believed these tumors to be derived from 
apocrine sweat glands.* 

The syringadenoma papilliferum usually 
occurs as a verrucous plaque on the scalp 
and less frequently on other areas of the 
body exclusive of the extremities* The 
pathologic structure is a proliferation of a 
two-layered glandular epithelium, forming 
cystic cavities into which this epithelium 
evaginates as villus-like processes. The inter- 
vening stroma is characterized by a rich 
infiltrate of plasma cells. This lesion is often 
associated with nevus sebaceus (Jadassohn) 
and sometimes with basal carcinoma. 

The hidradenoma papilliferum is a small 
new growth which appears on the genital- 
anal area and is distinct from the syringade- 
noma when both clinical and _ histologic 
factors are considered. In the hidradenoma 
papilliferum the proliferation of the epithe- 
lium is consistently more luxuriant and 
complex, the villi long, thin, and lacy, and 
plasma-cell infiltration sparse or absent. 

Another group of benign tumors tenta- 
tively designated as “large cell sweat-gland 
adenoma” is recognized. These tumors are 
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composed of large eells and have a charac- 
teristic picture easily distinguished from the 
other sweat-gland adenomas and from basal- 
cell carcinoma. An extensive collection of 
these particular tumors is: under investi- 
gation. 

The eccrine spiradenoma which is the 
subject of our investigation is the sixth 
member of the group. A search of the medical 
literature of the past century for examples 
of this tumor indicates that this entity has 
not been recognized. 


III. MATERIALS AND METHODS 


The cases on which this study is based number 
134. Since two patients had two tumors each, 136 
tumors were examined. Most of the patients were 
active members, dependents of members, veterans 
or civilian employees of the Armed Forces of the 
United States of America; the minority were drawn 
from-the remainder of the population. Clinical and 
gross pathologic facts were determined by a per- 
sonal questionnaire which was completed by 90 
(67%) of the patients. 

Staining techniques used were the hematoxylin- 
eosin method, Mallory’s phosphotungstic acid hema- 
toxylin stain, Masson’s trichrome stain, Gridley’s 
reticulum stain, van Gieson’s stain for collagenous 
fibers, Bodian’s method for nerve fibers and nerve 
endings, the periodic acid-Schiff reaction, the Bauer- 
Feulgen reaction, Gomori’s iron reaction, the oil- 
red-O fat stain, osmic acid fat stain, Nile blue 
sulfate fat stain, and Sudan black B stain for fat. 

Over 1600 serial sections from six tumors were 
studied in relation to each respective tumor as a 
whole and especially with regard to the adjoining 
and connecting histologic structures. In addition, 
11 lesions reported as cylindromas of the skin were 
subjected to the same clinical and histologic analysis 
as the 136 tumors in order to compare these lesions 
with our eccrine spiradenoma. 


IV. GROSS PATHOLOGY—CLINICAL FEATURES 


The sites of 134 of the tumors were 
known, while 2 were not. Of the 134 tumors 
106 (79%) were in the ventral skin, and 102 
(76%) were located on the upper parts of 
the body, including the upper extremities, 
above a line formed by the lower costal 
border (Fig. 1). The ratio of ventral to 
dorsal location varied from 5:1 to 3:1 in 
comparable areas and was 3.8:1 for the 
whole series. 

No lesions were encountered on the palms, 
soles, axillae, nipples, areolae of nipples, 
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Fig. 1.—Sites of 134 eccrine spiradenomas. 


perineum, or any part of the genitalia. These 
tumors did not occur in any of the areas 
where apocrine sweat glands are generally 
considered to be most numerous. Only one 
lesion was located on the scalp. 

Ninety-seven per cent of the patients had 
a solitary tumor. In only two patients, both 
female, were the tumors multiple. One had 
a tumor on the forehead and another tumor 
on the chest; the other patient had a tumor 
on the forehead and one on the back. 

The size of the lesions at the time when 
first noticed by the patients was known in 
61 instances. In this group the mean size 
of the tumors was 0.9 cm. and the range 
was 0.2 to 3.0 cm. 

The size of the tumor at the time of 
excision was known in 124 instances. The 
mean size of these was 1.4 cm. and the 
range was 0.3 cm. to 5.0 cm. 


Information was available regarding 
changes in size of the tumor in 80 patients. 
In 50 of these (62.5%) the tumor was ob- 
served to increase in size. The remaining 
30 patients stated that the lesion had not 
changed appreciably in size from the time 
the tumor was first noticed. 

Of the patients 120 (79 male and 41 
female) remembered precisely when they 
first noticed the lesion; this we have termed 
the “onset” of the tumor. In 46% of these 
patients the lesion was present for five years 
or more before the surgical excision. In 26% 
the tumor was present 10 years or more. 

Follow-up information was available for 
94 patients. The follow-up periods varied 
from 6 months to 10 years: 44 cases (47%) 
were followed 4 years or more; 33 (35%) 
were followed 5 years or more, and 26 
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(27%) had a follow-up period of 8 or more 
years but not more than 10 years. 

Information as to recurrence of the lesion 
was available for 98 patients: Eleven (ap- 
proximately 11%) of these lesions recurred. 

In 9 of the 11 examples of recurrent 
lesions we were unable to prove that the 
first lesion in 4 of the patients and the present 
lesion in 5 of them were unquestionably 
eccrine spiradenomas. It may be concluded 
that unquestionably at least 2 and possibly 
9 others in this series of 98 tumors recurred 
after having once been excised. 


% 
30) 
Distribution Graph of Age of 
FPotients at the Onset of the Tumor — 
25 : (U3 Cases) 


NUMBER UF Cases 
8 
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The time from resection until the first 
evidence of recurrence varied from a few 
weeks to eight years. 

The age of the patient at the time of 
excision of the tumor was recorded in 128 
cases. The range of ages for the entire group 
was 70 years, the youngest patient being 19 
years of age and the oldest 89 years. The 
mean age at the time of excision was 36 
years; the median was 32 years. 

The age of onset was known in 113 in- 
stances. The mean age of onset of the tumor 
was 28 years, and the median was 25 years. 
The age period of highest incidence of the 
tumor was found to be within the two dec- 
ades between 15 and 35 years of age; 83 
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(74% ) of this group of 113 tumors had their 
onset within this age period. The age dis- 
tribution of patients in terms of the age of 
onset is shown in the Chart. 

The color of the skin overlying the tumor 
was known in 93 patients. Thirty-nine 
(42%) had skin of normal color over the 
tumor; in thirty-six (39%) the lesion was 
blue. A smaller number (19% ) were reported 
as red, pink, white, yellow, or brown. The 
only abnormalities in the epidermis de- 
scribed in association with these tumors 


were the color changes, No ulceration of © 


the lesion was ever noted. 

Thirty-one (23%) of the tumors in the 
entire series were described clinically as 
subcutaneous, the remainder as involving or 
being fixed in the skin. Over 90% of the 
tumors were considered by the clinicians 
to be well-defined, ovoid, and moderately 
firm. 

Pain was the most frequent and striking 
symptom of the eccrine spiradenoma. 

One hundred five tumors (91%) were 
either painful, tender, or both painful and 
tender. 

Only 11 (9%) of the tumors were asymp- 
tomatic throughout their course. 

Sixty tumors (52%) were painful. Here 
the symptom of pain appeared spontaneously 
without any apparent externally applied 
stimulus. The pain usually appeared in 
paroxysms and was never continuous. In 
the opinion of the patients the frequent or 
occasional paroxysms were the outstanding 
characteristic of the lesions. Approximately 
two-thirds of the painful tumors were also 
tender to palpation. 

In 45 (39%) the only symptom was ten- 
derness, i. e., pain only when the lesion was 
touched or pressed. 

Radiation of the pain was described by 
five of the patients. Four of these tumors 
were located on the upper extremities, and 
one was on the chest. The pain radiated 
upward into the neck in all except one 
patient whose lesion was on the upper arm 
with pain that radiated down the extremity. 

In the category in which tenderness was 
the only complaint the degree of pain was 
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analyzed. Seventeen of these tumors were 
only moderately painful to palpation, while 
28 of the patients described the tenderness 
in their terms as severely, exquisitely, or 
intolerably painful. It was found that the 
intensity of the stimulus had no relation to 
the severity of the pain elicited. A paroxysm 
of pain, continuing after removal of the ex- 
ternal stimulus, was the usual reaction. 

A presumptive diagnosis was made and 
recorded clinically in 98 patients. These diag- 
noses are listed below exactly as they were 
recorded by the clinicians: tumor 27; malig- 
nant tumor 2; benign tumor 1; lipoma 16; 
hemangioma 5; neurofibroma 5; fibroma 2; 
neuroma 3; ganglion 2; “papilloma” 2; epi- 
thelioma 1; glomus tumor 1; parotid-gland 
tumor 1; nevus 1; cyst 24; keloid 1; venous 
thrombosis 1; foreign body 1; fat necrosis 
1; supernumerary nipple 1 ; no clinical diag- 
nosis 38. 

In the entire series the initial pathologic 
diagnosis differed with the clinical diagnosis. 
In 126 cases there was wide variance of 
opinion regarding this tumor, as shown in 
the following list of diagnoses quoted directly 
from the report of each contributing patholo- 
gist: adenoma 2; tumor 2; benign cyst 1; 
benign epithelial tumor 1; embryonal ade- 
noma 1; adenoid epithelioma 1;  skin- 
appendage adenoma 3; adnexal tumor 1; 
benign sweat-gland tumor 3; benign sweat- 
gland adenoma 24; hidradenoma 10; hidra- 
denoma of sweat glands 3; spiradenoma 5; 
myoepithelial spiradenoma 1; sweat-gland 
tumor (myoepithelioma) 1; myoepithelioma 
1; syringoadenoma 5; syringocystadenoma 
2; nevus syringadenoma papilliferus 1 ; cylin- 
droma 1 ; sweat-gland adenoma, but suggests 
also synovioma 1; hamartoma (? tumor of 
sweat gland or hair matrix) 1; adenoma of 
urachal origin 1; basal-cell epithelioma of 
sweat gland origin 2; basal-cell adenoma 1; 
basal-cell carcinoma 4; adnexal carcinoma 1; 
metastatic adenocarcinoma 1; metastatic 
neoplasm 1; malignant basal-cell carcinoma 
1; malignant lymphoma 1 ; malignant synovi- 
oma 1; synovioma 1 ; angiosarcoma 1 ; blood- 
vessel tumor 1; glomus tumor 10; glomangi- 
oma 1 ; glomus tumor or hemangiopericytoma 


1; perithelioma (glomus tumor) 2; perithe- 
lioma 2; endothelioma 1; benign hemangio- 
endothelioma 8; lymphangioma 4; lym- 
phangioendothelioma 1; mixed tumor 3; 
lymphoid hyperplasia 1 ; Spiegler-Fendt sar- 
coid 1; aberrant gland of internal secretion 
or a neurogenic tumor 1; sympathogonioma 
1; neurofibroma 1. 

Sweat-gland tumors of several different 
types are included in this group of pathologic 
diagnoses and the terminology is variable, 
but it is seen that 60 (48%) of the 126 
tumors were interpreted as benign tumors 
arising in sweat-gland epithelium. 

An erroneous diagnosis of malignant neo- 
plasm was made in eight instances. One of 
these patients was a young dentist on whom 
an original pathologic diagnosis of malignant 
synovioma was made. However, after addi- 
tional pathologic consultation the tumor was 
recognized as a benign sweat-gland adenoma, 
and amputation was not performed.* 

It is interesting that an unqualified diag- 
nosis of glomus tumor was reported in 10 
patients and that in an additional 6 the 
tumor was diagnosed in terms which are 
practically synonymous with glomus tumor. 
In 16 other examples (including one tumor 
labeled “angiosarcoma”) the lesion was be- 
lieved to be derived from blood vascular or 
lymphatic endothelium. 

In summary, the original pathological 
diagnoses in the series of 126 tumors are 
outlined as follows: 


Benign: sweat-gland adenoma (60) 48% 
Benign: blood- or lymph-vessel tumor (15) 12% 
Benign: glomus tumor (16) 13% 
Benign: various diagnoses (27) 21% 
Malignant neoplasm (8) 6% 


When the excised tissue was cut verti- 
cally from the cutaneous surface downward 
through the tumor, the cut surface presented 
a compact mass composed of one or more 
lobules, separated by fine connective tissue 
septa. Tumors which had been well fixed 





* Since the study on this series was completed, 
two additional eccrine spiradenomas contributed 
were both from the region of the hand and both 
were initially diagnosed synovioma. 
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in formalin, when sectioned would fall away 
intact from the capsule. In the stained sec- 
tions a shrinkage artefact was often observed 
between the: well-defined tumor surface and 
the surrounding connective tissues. How- 
ever, a thin portion of capsule usually re- 
mained closely adherent to the cellular 
tumor. 

Grossly, the cut surface of the tumor had 
a dull pink to gray color, varying somewhat 
in relation to its vascularity. The tumors 
were softer in texture and darker in color 
than the surrounding corium or subcutaneous 
tissue. 

V. MICROSCOPIC PATHOLOGY 

Unless otherwise specified, the facts pre- 
sented in this section are based on the exam- 
ination of tissue sections prepared with the 
routine hematoxylin and eosin stain.> Where 
other special stains, reactions, or techniques 
have been employed they will be named 
specifically in the pertinent context. Descrip- 
tions of staining methods used in this study 
may. be found in the “Manual of Special 
Staining Technics.” 

1. General Structure-—The eccrine spi- 
radenoma consists of one or more lobules, 
usually spherical, lying most frequently in 
the corium of the skin and often protruding 
well into the subcutaneous tissue (Fig. 24). 

The tumor has a generalized deep baso- 
philia contrasting sharply with the surround- 
ing tissues. As a rule the tumor is exquisitely 
defined. A dense and closely applied connec- 
tive tissue capsule immediately surrounds 
each tumor mass. Where the tumor is multi- 
lobular, each lobule has this capsule. Fre- 
quently. an empty space of fairly -uniform 
width surrounds the capsule or forms a split 
within it. This space is considered to be 
an artefact and contains no stainable fat or 
other material (Figs. 2A, 2B). 

Blood vessels, nerves, and eccrine-sweat- 
gland ducts and alveoli are frequently in 
close proximity to the capsule of the tumor 
(Figs. 3A, 3B). This triad in the form of 
closely contiguous vessel, nerve, and duct 
or acinus penetrates deeply into the narrow 
connective tissue spaces between adjacent 
tumor lobules. This collection of arterioles, 
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venules, sweat ducts, and nerves may pos- 
sibly constitute a special hilar structure 
analogous to the vascular hilus of lymph 
node, spleen, or even glomus. Frequently 
sweat ducts are seen in the form of linear 
segments coursing along the tumor capsule 
in a single plane, a rare phenomenon indeed 
in ordinary skin sections containing sweat 
glands and ducts. 

Inflammation and ulceration are not seen. 
Other than an occasional diffuse fibrosis in 
the corium overlying the tumor, no unusual 
changes are noted. However, within the 
substance of several of the tumors, an area, 
usually centrally located, of degeneration or 
necrosis was observed. 

2. Parenchyma.—The eccrine spiradenoma. 
consists of a compact and encapsulated col- 
lection of cells arranged in diffuse, pseudo- 
tubular and pseudoalveolar formation (Figs. 
2B, 2C, 4A, 4B, 4C). It is interlaced with 
fine blood vascular and lymphatic channels, 
which, in the average plane section of the 
solid tumors, appear scanty and infrequent 
in their distribution. 

It-is comprised of cells of two types. One 
cell type, the larger, contains a large, regular, 
ovoid to spheroid, basophilic, lightly stain- 
ing nucleus, which is stippled with fine 
chromatin granules and bounded by a sharply 
defined, thin, and dense nuclear membrane. 
A distinct nucleolus is present. The cyto- 
plasm of these cells is either weakly acido- 
philic or basophilic and appears homoge- 
neous. None of the cytoplasmic constituents 
give a positive periodic acid-Schiff reaction. 
These cells, numerous and closely packed, 
tend to form the central portions of irregu- 
larly disposed alveolus-like and tubular cell 
groups in many of the tumors. A second 
and different cell with a smaller and hyper- 
chromatic nucleus tends to form the outer 
parts of these cellular formations. The cyto- 
plasm of this cell is scanty and likewise is 
PAS-negative (Figs. 44, 4B, 4C). 

Most tumors show a distinct pattern pro- 
duced by the contrasting nuclear densities of 
the two cell types and by their alignment, 
each in loosely fixed, peripheral versus cen- 
tral, relative positions. Cell groups are thus 
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Fig. 24 (AFIP Acc. 36535).—The eccrine spiradenoma consists of one or more well-defined 
lobules in the corium of the skin and often protrudes into the subcutaneous tissue. x 13. 





Fig. 2B (AFIP Acc. 88221).—A lobulated tumor, 
showing the densely basophilic effect produced by 
the condensed cells of the tumor lobules and the 
diffuse pattern produced by the two types of cells. 
Not all tumors are lobulated. x 100. 


seen as coiling ranks and arcs (Figs. 44, 
4B, 4C). 

Some formations with lumens look like 
eccrine-sweat-gland alveoli. The circlet of 
cells bounding the lumen is made up of the 
large cells with the pale nucleus. These 


Fig. 2C (AFIP Acc. 561178).—An eccrine 
spiradenoma with a dense capsule. The arrange- 
ment of the two cell types forms a glandular-like 
pattern at low’ power. Only some tumors show 
such a thick capsule. x 100. 


lumens have smooth walls, with a thin, re- 
fractile membrane. The cells are never seen 
to project into the lumen or to show evidence 
of “decapitation” or apocrine secretion. Fre- 
quently the lumens contain a dense, finely 
granular, pink substance, which often is 
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Fig. 3A (AFIP Acc. 213382).—A large nerve and blood vessel as well as a linear sweat duct 
adjacent to the surface of an eccrine spiradenoma. Xx 125. 


Fig. 3B (AFIP Acc. 305800).—Eccrine sweat glands in close proximity to the edge of the 
tumor. Note resemblance of cell types in tumor and sweat gland. x 400. 
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Fig. 44 (AFIP Acc. 561178).—Higher magni- 
fication of the parenchyma shown in Figure 2C. 
The dark cells tend to surround clusters of large 
pale cells, and there is a disposition to an alveolar 
or glandular pattern. x 450. 


Fig. 4B (AFIP Acc. 586401).—Cellular structure 
of a solid eccrine spiradenoma showing the two 
cell types, the large cell with the pale ovoid nucleus 
and the smaller with the dark irregular nucleus 
and indistinct cytoplasm. The pattern is irregular 
and diffuse. x 395. 





Fig. 4C (AFIP Acc. 562768).—In this section 
of tumor a group of cells form a circlet about a 
pseudolumen. The remainder of the cells has a 
diffuse disorderly arrangement. x 450. 


Fig. 4D (AFIP Acc. 117164).—Reticulin stain. 
Two distinct gland-like formations with lumens 
containing granular material which takes this stain. 
Intercellular fibrillar material separates groups of 
epithelial cells. « 395. 
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vacuolated near the wall of the lumen or 
attached to it only by fine stringy projections. 
This substance stains a deep purple-red with 
the periodic acid-Schiff reaction, in the same 
fashion as the material in some sweat gland 
coils beyond the capsule of the tumor, and 
it is similarly resistant to diastase. However, 
no PAS-positive secretory particles were 
found in the cytoplasm of these tumor cells. 


Mitotic figures are exceedingly rare in the 
eccrine spiradenoma. 

A thin, irregular, and at times incomplete 
layer of reticulum-like substance surrounds 
and separates cell groups. This substance 
stains a deep purple-red with the periodic 
acid-Schiff reaction and resists diastase. The 
PAS reaction here appears identical with 
that of the basement membranes of sweat- 
gland alveoli in the adjacent corium. This 
material takes the reticulin stain to the same 
degree as do the basement membrane of 
eccrine sweat glands and the reticular tissue 
interspersed among the collagen and along 
the vessels beyond the confines of the tumor 
(Fig. 4D). It does not resemble the hyaline 
envelopes around cell masses seen in the 
dermal cylindroma of the scalp. 

The periodic acid-Schiff. preparations were 
made with and without the application of 
saliva (diastase). In the diastase prepara- 
tions none of the PAS-positive constituents 
in the tumor were digested, demonstrating 
the absence of glycogen. In some preparations 
the cells of the eccrine sweat glands near 
these tumors contained glycogen. 


Tumor sections stained “with phospho- 
tungstic. acid-hematoxylin were searched for 
special structures in or associated with these 
tumor cells ; we were not able to demonstrate 
any formations resembling the “myofibrils” 
which have been found in the myoepithelial 
cells of sweat glands, especially of the 
apocrine type t and of mammary glands.t 
We did observe an occasional group of short, 
thick, palisaded, blue-staining, fibril-like for- 
mations at the outer parts of some of the 
eccrine sweat glands in the sections studied 





+ References 6, 7, and 8. 
} References 9, 10, and 11. 
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with the phosphotungstic acid-hematoxylin 
stain. These appeared to be similar to the 
fibrillar structures described in the works 
cited. 

The Bodian stain was employed for the 
identification of neurofibrils, Rarely were 
black-staining fibrils observed within the 
substance of the tumor. The Bodian stain 
emphasized the frequent presence of neurites 
in the vicinity of the tumor. Nerves or neuro- 
fibrils were not traced into the tumor from 
without, although Bodian-stained serial sec- 
tions were examined. 

The condition and distribution of the 
elastic tissue in the corium above these 
tumors were normal. There was a scarcity 
of elastic fibers in the loose connective tissue 
adjacent to the capsule. No elastic tissue was 
observed within the substance of any tumor. 

Several of these tumors were examined 
for the presence of iron. The distribution of 
the iron granules was irregular. There were 
scattered sparse deposits of iron free in the 
reticular spaces between cell groups. 

Lipids in any form were not observed in 
the tumor cells. 

3. The Stroma and Its Variations —Within 
the tumor the stromal framework consisted 
of a lace-like reticulum, a network of blood 
and lymph vessels, and occasionally a very 
scanty hyalin-like substance. Among the 136 
tumors there was marked variation in the 
vascular bed. In this respect three varieties 
of the tumor exist: 

Type A: Those with inconspicuous vessels (Figs. 

2A, 2B, 4A, 4B, 4C). 

Type B: Those with engorged and dilated blood 

vessels (Figs. 54, 5B). 


Type C: Those with engorged and widened 
lymphatic channels containing lymph- 
like fluid and lymphocytes (Figs. 5C, 
5D). 


Eighty-eight (65%) of the entire group 
of eccrine spiradenomas were of Type A, 
with inconspicuous vessels in a solid tumor 
matrix. : 

Eight (6%) were excessively vascular 
tumors (Type B) with the otherwise com- 
pact substance of their component lobules 
richly interlaced with engorged blood ves- 
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Fig. 5A (AFIP Acc. 239706).—A variety of the 
eccrine spiradenoma which is diffusely or irregu- 
larly permeated. with large and small blood-filled 
spaces. X 48 


Fig. 5B (AFIP Acc. 239706).—The cells of the 
eccrine spiradenoma are compressed by blood-filled 
spaces. This picture is sometimes misdiagnosed 
glomus tumor. x 275. 





tumor characterized by many cystic spaces con- 
taining lymph and lymphocytes. x 50. 


Fig. 5D (AFIP Acc. 298388).—The celis of the 
eccrine spiradenoma are compressed by lymph- 
filled spaces. This picture is sometimes confused 
with lymphangioma. 
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sels. These vessels were closely applied to 
the epithelial cells of the tumor with a thin 
intervening reticulum. The walls of these 
vessels were thin as in capillaries but the 
lumens were frequently dilated. Thrombosis 
within the vessels was occasionally observed. 
No cells suggesting glomus cells were noted. 

Nine (7%) of the tumors were remark- 
able for their excessive and diffuse content 
of widely dilated, cyst-like lymphatic spaces 
(Type C). These spaces contained a homo- 
geneous, smooth or granular pink-staining 
material and scattered lymphocytes. Endothe- 
lial cells lining these spaces were often 
difficult to distinguish. The parenchyma of 
tumors of this group often contained an 
infiltrate of lymphocytes and plasma cells. 
A proportion (22%) of the entire series of 
tumors consisted of examples in which the 
vascular patterns were mixed. 

The pink-stained material within the 
cystic spaces, noted in the hematoxylin-and- 
eosin-stained sections gave a weakly positive 
periodic acid-Schiff reaction, which was 
diastase-fast. This material also appeared 
to extend intercellularly in some foci, sug- 
gesting a secretory product of the epithelial 
tumor cells. Fat was not present in this 
material. 

Serial sections of two tumors showed for- 
mation of a typical solid tumor from a sweat 
apparatus. In one of these tumors an eccrine 
sweat gland, traced downward for a distance 
of 0.36 mm, was found to be continuous with 
the parenchyma of the tumor, and a single 
sweat duct at the level of the sweat gland 
was observed to fuse with the substance of 
the tumor. A large vein, several arterioles 
and small nerve trunks were concentrated in 
the adjacent connective tissue around the 
lower parts of the sweat gland as it ap- 
proached the tumor. In the serial sections 
of the second tumor an adjacent sweat duct 
was noted to be continuous with a lobule 
of tumor. In the other four tumors studied 
serially, we were unable to demonstrate con- 
nection of sweat gland with tumor. Our 
attempts to trace these sweat glands and 
ducts to an opening in the epidermis were 
unsuccessful. 
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VI. RELATION OF SYMPTOMS TO LESIONS 

The clinical and histologic facts were com- 
pared in order to determine whether relation 
existed between symptomatology and the 
vascular pattern of the tumor. We did not 
observe a positive correlation. 

A similar comparison of the duration of 
the lesion (where known) and the symp- 
tomatology revealed that the duration of the 
tumor had no relation to the presence or 
absence of symptoms, other than the known 
fact that usually where excessive pain ap- 
peared early in the course of the clinical 
existence of a given tumor, early resection 
was the rule. 

There was a slightly higher incidence of 
the blue color in those tumors in which the 
vascular and lymphatic elements were prom- 
inent. 

The age of the patient had no relation 
to the presence or absence of pain. 


VIII. COMPARISON OF ECCRINE SPIRADENOMA 
WITH DERMAL CYLINDROMA 


Eleven solitary dermal cylindromas of the 
skin were compared with the eccrine spi- 
radenoma. 

Each of these tumors was distinguished 
by a homogeneous hyaline membrane of 
uniform thickness, surrounding solid epithe- 
lial lobules and cylinders. An acidophilic 
hyaline material was grouped irregularly 
within these cellular masses. The solid tubu- 
lar and pseudoalveolar histologic pattern of 
the spiradenoma was not present. The periph- 
eral cells of the cylinders were palisaded 
under the hyaline membrane. These tumors 
tended to approach the epidermis, which was 
frequently flat and atrophic. The only sites 
were scalp or upper forehead. Resection was 
performed at a much later age, and recur- 
rence in situ was more frequent. In spite of 
the marked difference in the histologic ap- 
pearance between eccrine spiradenoma and 
dermal cylindroma, it was interesting to 
note that in two instances of the latter pain 
was present. 
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VIII. REVIEW OF THE LITERATURE 


Probably the first report of a tumor inter- 
preted as arising from sweat glands was 
that of Lotzbeck ** (1859), who described 
a rapidly growing vascular tumor on the 
cheek of an infant. Unna ** (1896) accepted 
this case as a reliable example of “spi- 
radenoma,” a term which he used for a 
benign adenoma of the sweat gland proper 
(the coil), contradistinct from “syringade- 
noma,” which implied origin from the sweat- 
gland ducts. Lotzbeck’s case was declared 
by Virchow ** to represent confusion with 
angioma. The observation of canals and 
acini formed of gland-like epithelium, mixed 
with a very vascular connective tissue, was 
believed evidence of sweat gland origin. In 
examining Lotzbeck’s original unillustrated 
paper and Unna’s critique, we found neither 
proof that the tumor was derived from sweat 
glands nor much resemblance to any of the 
benign adenomas of sweat glands observed 
directly or found in the literature. Lotzbeck’s 
clinical description strongly suggested to us 
a rapidly growing infantile hemangioma 
which suppurated and became partially 
scarred. 

Verneuil ** (1854) had ascribed some in- 
stances of dermal tumor to sweat glands. 
One of the cases which he studied was that 
of an exquisitely painful, small tumor under 
the skin of the breast of a woman; the 
surgeon suggested the diagnosis of neuroma, 
but _Verneuil’s microscopic interpretation 
was sebaceous cyst compressing sensory 
nerves. Although it appears possible that 
he may have observed the specific eccrine 
spiradenoma, we could not find an example 
of it among his descriptions and drawings.*® 

Thierfelder *”_ (1870) described a large 
tumor of the head, of three years’ duration, 
in a 49-year-old woman who died 32 days 
after a surgical attempt at its extirpation. 
It had enlarged rapidly during the previous 
three months, Erosion and invasion of the 
skull were mentioned by Thierfelder. His 
description and plates showed that the tumor 
was composed of cellular alveoli with distinct 
lumens and two layers of epithelial cells, 


resembling an apocrine type of epithelium. 
He concluded that the tumor was a sweat- 
gland adenoma. In our opinion this neoplasm 
may have been a sweat-gland carcinoma or 
a rapidly growing, locally destructive ade- 
noma, or possibly a metastatic carcinoma. 
It does not resemble our eccrine spir- 
adenoma. 

In 1881 Hoggan and Hoggan ** described 
a case in which an exquisitely painful tumor 
the size of a “small pea” was first noticed 
as a movable mass under the skin of the 
arm; it was resected seven years later when 
the pain and tenderness had become intol- 
erable to the patient. In the same volume 
of his Archiv (p. 392) in 1881 Virchow 
wrote that he was very prone to consider 
the Hoggans’ tumor an angioma. Careful 
scrutiny of the Hoggans’ descriptions and 
their excellent drawings suggests that they 
may have been correct in stating, “The 
tumor is a typical adenoma of the sweat 
glands, with a previously unknown patho- 
logical structure.” Unna’* accepted the 
tumor which they reported as “another type 
of spiradenoma.” 

William Wood, in 1812, had first empha- 
sized the existence of certain exquisitely 
painful subcutaneous tumors, and presented 
superb clinical descriptions of 5 cases he 
had seen and reports of 13 additional col- 
lected cases.’® Later (1829) he published his 
classical description of the neuroma” and 
greatly amplified his observations of the 
“painful subcutaneous tubercle.” The his- 
tologic detail of the latter tumors was not 
given, of course, and he withheld conjecture 
as to their origin or nature, but he clearly 
distinguished the group from the neuromas.”* 
These could have been any of a number of 
painful subcutaneous tumors as we under- 
stand them today, including the painful 
eccrine-sweat-gland adenoma which is the 
subject of our investigation, 


Chandelux *? (1882) published a thorough 
historical review of the painful subcutaneous 
tumors and presented several cases, one of 
which was that of a woman, 43 years of age, 
who had a “pea-sized” tumor on the arm for 
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six years, associated with excruciating 
paroxysms of local and radiating pain and 
exquisite tenderness. In our opinion, his 
thorough histologic descriptions and illustra- 
tions allow little doubt that this tumor was 
an eccrine spiradenoma. Chandelux named 
this tumor épithéliome tubulé douloureux 
d’une glande sudoripare. 

In a later era, Stout,?* in his valuable 
contribution on the painful subcutaneous 
tumors (tuberculum dolorosum), mentioned 
that Chandelux’ tumor may have been a 
glomus tumor, but that it was impossible to be 
certain. Recognizing the unique symptom of 
paroxysmal pain in “tuberculum dolorosum” 
and searching for facts, Stout reviewed the 
classical works of Wood, Virchow, Axel 
Key, Chandelux, Winkler, Foerster, and 
Masson, and studied 2081 superficial tumors 
of the skin and subcutaneous tissues. He 
found that approximately 1% of these, 
mostly leiomyomas and glomus tumors and 
a smaller proportion, including neuro- 
fibromas, fibromas, fibrosarcomas, and ke- 
loids, were associated with attacks of 
paroxysmal pain. Therefore, the tuberculum 
dolorosum with paroxysmal attacks of pain 
is not confined to a single entity but mani- 
fests itself in different morphologic types. 
Among his 2081 tumors there were 41 sweat 
gland tumors (not specified as to histologic 
type or location) of which 12 were not pain- 
ful, 20 had no record in regard to pain, 1 was 
painful with infection or injury, 7 were 
associated with moderately severe pain, and 
1 was severely painful. None of these was 
characterized by paroxysmal attacks of pain. 
Beside the sweat-gland tumors, other less 
frequently (and also not paroxysmally) pain- 
ful tumors were neurilemomas, neuromas, 
various angiomas, fibromas, lipomas, oste- 
omas, metastatic carcinomas, melanomas, and 
basal-cell carcinomas. Stout could find “no 
adequate explanation of the attacks of 
paroxysmal pain.” 

During the last decade of the 19th century 
Unna * lucidly outlined criteria for identifi- 
cation of the rarely observed independent 
sweat-gland adenoma (spiradenoma). Both 
he and Petersen ** emphasized the necessity 
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for its clear distinction from simple hyper- 
trophy of sweat glands, which at that time 
was believed to be a common phenomenon 
at the site of other dermal lesions. Unna 
also clearly distinguished the syringoma 
from the other benign sweat-gland tumors. 

Beginning with the report of Petersen *° 
in 1892, we found four very interesting de- 
scriptions of sweat-gland tumors which have 
such obvious similarities that we will digress 
from the chronology of this historical review 
in order to consider them together. 


1. Petersen’s patient was a healthy girl, 
20 years of age, whose skin disease was con- 
sidered clinically to be a nevus unius lateris 
of the right neck and chest and right upper 
thigh. The multiple small papillary tumors, 
of which these lesions apparently consisted, 
had been present since her birth, or at least 
for a very long time, and as she said, had 
increased slowly in size only in proportion 
to her own growth (“in gleichem Verhaltniss 
will Pat. selbst, ’mit ihr’ gewachsen’”). The 
plates show a histologic structure of these 
tumors, both from the neck and the thigh, 
which we can only interpret as a hypertrophy 
of coil glands. The tumors of the neck were 
distributed as follows: a group of small 
papillary tumors in the nape near the hair 
line and to the right of the vertebral column, 
several in a verrucous patch to the right of 
these on the lower posterolateral neck, sev- 
eral in the supraclavicular triangle, three 
near the sternoclavicular joint, and strips 
of small tumors extending down the chest, 
just inside the midsternal line to the region 
of the ensiform process. Petersen interpreted 
this unusual case as an example of multiple 
sweat-gland tumors with the clinical appear- 
ance of nevus verrucosus unius lateris. 

2. Thimm,?* in 1904, besides discussing 
the past history of the group of sweat-gland 
tumors, described a case in which a white 
man, 35 years of age, had a multiplicity of 
small tumors in the skin of the anterior 
middle chest over the area of the lower ster- 
num and adjoining costal cartilages. Pain 
was not present. A photograph and a 
colored drawing of the patient’s chest were 
published. The descriptions and drawings 
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reveal localized collections of normal, hyper- 
plastic, and metaplastic eccrine sweat glands 
which appear to be continuous with fairly 
well-defined adenomatous proliferations. It 
was, at least, a remarkable example of multi- 
ple localized hypertrophy and metaplastic 
proliferation of eccrine sweat glands of the 
anterior chest, one of the ptedominant sites 
of predilection of our eccrine spiradenoma. 
Thimm also reviewed the history of the 
sweat-gland tumors, especially with regard 
to the controversy on the subject of true ade- 
noma versus simple hyperplasia. 


3. In connection with Thimm’s case, we 
must recall the multiple tumors of the chest 
observed by S. N. Paul, of Sydney, Aus- 
tralia, in one of his patients, which H. G. 
Adamson reviewed and discussed.?” Here the 
patient was a white man, 46 years of age, 
with a group of about 25 contiguous tumors 
of the skin on the anterior chest 2 in. medial 
to the left nipple. The tumors had appeared 
progressively and had slowly enlarged over 
a period of 25 years. Some were dark blue, 
others pink or red. The good clinical photo- 
graph reminds one of Thimm’s patient. His- 
tologically, a section of one of these tumors 
showed a well-defined (encapsulated?) epi- 
thelial mass with cystic stromal spaces; the 
drawing of the detailed structure shows a 
solid tubular arrangement of epithelial cells, 
similar to the basic structure of our eccrine 
spiradenoma, but an accurate comparison 
cannot be made. In their words, this struc- 
ture “suggests the appearance of an adenoma 
of sweat glands, i. e., syringadenoma or 
syringoma.” Adamson referred to the clinical 
picture of Thimm’s ** case as reproducing 
“almost exactly the appearance of Dr. Paul’s 
case,” and he added, “the microscopical sec- 
tions seem to show similar features.” 


4. Eighteen years later, in 1930, R. L. 
Sutton Jr.”* recorded a case which clinically 
bore a remarkable resemblance to that of 
Petersen. The patient was a white woman, 
45 years of age, with multiple, protruding, 
well-defined nodules in clusters, distributed 
around the right side of the lower neck 
from the area of the seventh cervical vertebra 
to the suprasternal sulcus. These tumors had 


been present since childhood, had enlarged 
very slowly, and were slightly tender. Sutton 
stated that the clinical diagnosis was “syringo- 
cystadenoma nodularis.” The reviewing pa- 
thologist concurred. In attempting to classify 
this tumor, Sutton placed it in one of the 
seven divisions of Paul and Adamson’s ** 
classification of cutaneous glandular neo- 
plastic processes. The title of this division 
Sutton quoted as “single tumors, the sweat 
gland or sudoriparous tumors or syringomas 
of Unna,” although Unna** distinctly sepa- 
rated the syringoma from the solid sweat- 
gland adenoma (his “spiradenoma”). Be- 
lieving that the cells of the outer layers of 
the tubular structures in the tumor formed 
the mass of the neoplasm, Sutton said, “The 
nodular tumors of this case presented a 
growth urge predominant rather in the layer 
of sheath cells, though also affecting the 
secretory tubules,” and therefore he named 
his tumor and that of Paul and Adamson 
“sheath cell syringocystadenoma.” This pos- 
tulation appears to be an omen of the 
“myoepithelioma” hypothesis of later writers. 


Microphotographs and brief histologic de- 
scriptions of two tumors without clinical his- 
tories were given by Buxton ”® (1901), who 
decided that one was a “syringadenoma” 
(syringoma), an opinion with which we 
concur. The other tumor was listed as a 
“spiradenoma” and considered to be practi- 
cally identical with the tumors reported by 
Chandelux; this seemed doubtful to us as 
we compared the descriptions and figures in 
these reports. The structure in Buxton’s 
“spiradenoma” is that of cylindroma of the 
skin. He also stated that Spiegler had re- 
cently (1899) presented a case of this type 
of “spiradenoma”; we referred to Spiegler’s 
paper *° and found an excellent clinical por- 
trait of his patient and good microphoto- 
graphs, which portray clinically and histo- 
logically a classical example of cylindroma 
(turban tumor) of the scalp. 


At the 18th annual meeting of the Ameri- 
can Dermatological Association in May, 
1894, J. A. Fordyce ** read a paper in which 
he described an ulcerated tumor, “about 
half the size of a small egg” which had been 
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excised from the anterior surface of the leg 
of a man 35 years of age and interpreted as 
adenocarcinoma originating in coil glands. 
His excellent descriptions and microphoto- 
graphs lead us to believe that this tumor may 
have been an atypical example of our eccrine 
spiradenoma which had undergone unusual 
sclerosis, degeneration, and ulceration. How- 
ever, Gates and associates+ in 1943 wrote: 
“Fordyce’s tumor, described as adenocarci- 
noma, corresponds to our hydradenoma.” 

In 1904, Pick ** presented three illustrated 
cases of the vulvar hidradenoma papilliferum ; 
his drawings of the structure are charac- 
teristic and diagnostic. He believed that 
Unna’s spiradenoma (which we suspect to 
be an example of our eccrine spiradenoma) 
was a sweat-gland tumor of distinctly dif- 
ferent type from the tubular hidradenomas 
_ which he (Pick) had observed and classified. 
He also extensively reviewed earlier reports 
regarding origin and types of sweat-gland 
tumors, and he concluded “the adenomas of 
sweat glands are tubular or tubular-cystic 
adenomas.” 

Karl Landsteiner’s ** classification of sweat- 
gland tumors (1906) reflects remarkably 
good clinical and pathological judgment. His 
study of the old objective data and direct 
observation of cases show that he recognized 
(1) the syringoma; (2 and 3) two distinct 
types of benign sweat-gland tumors with the 
characteristic two-layered epithelium, one the 
vulvar hidradenoma, the other a tumor which 
corresponds to the syringadenoma papil- 
liferum ; (4) solitary or multiple solid sweat- 
gland adenomas; (5) sweat-gland “epithe- 
lioma”; (6) sweat-gland carcinoma. The 
axillary adenoma which he presented may 
have been a syringadenoma papilliferum, 
although in our large experience we have not 
noted such a lesion in the axilla. Landsteiner, 
as far as we can determine, did not observe 
characteristic examples of our eccrine spi- 
radenoma. 

In the works of Krompecher we have not 
located a single example of the eccrine spi- 
radenoma. In his monograph on _ basal-cell 
carcinoma ** published in 1903, among the 
tumors which bear only the most remote 
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resemblance to our tumor are certain of the 
basal-cell carcinomas, e.g., his Figures 6, 
10, and 11 resemble it, but are unquestion- 
ably cystic, solid, and adenoid (respectively ) 
basal-cell carcinomas. In his report on the 
structure of mixed tumors of the skin and 
salivary and mucus glands,** in 1908, we 
have found that his Figures 5 and 6 (Plate 
IV, Case III) of a tumor on the face show 
similarities to our tumor, but we are unable 
to accept it as an unquestionable example; 
rather, the squamous epithelial cell masses, 
the cystic structures, and the connection with 
overlying epithelium lead us to believe that 
Krompecher’s interpretation of his tumor as 
a combined form of basal- and squamous- 
cell carcinoma was probably correct. In the 
same paper, his Plate V (Case IV) bears 
the illustrations labeled Figures 7 and 8, 
which show a basal-cell carcinoma of an 
alveolocystic type ; we were unable to identify 
this tumor as a sweat-gland adenoma. Krom- 
pecher’s Case XVII, a tumor of the antrum 
of Highmore, is illustrated in Plate VII, 
Figure 11, and appears to be an alveolar 
tumor similar to the cylindromas of accessory 
nasal sinuses. There is marked mucoid and 
hyaline degeneration present within this 
tumor. It is not a sweat-gland adenoma. 

We have undertaken to search Krom- 
pecher’s works for the additional reason that 
Gates and associates stated that examples 
of “hydradenoma may be found in Krom- 
pecher’s illustrations (Figs. 6, 8, and 11) 
under the name cylindroma” and referred 
the reader to Krompecher’s 1923 paper on 
“der Basaliome,” which was a_ review *° 
(without illustrations) wherein the author 
refers to his other works for the appropriate 
figures. In Krompecher’s other papers § 
we were unable to discover an example of 
the eccrine-sweat-gland tumor which we 
have described. 


On the basis of an extensive review of 
the previous literature and a few directly 
observed cases Ricker and Schwalb,*° in 
1914, attempted to classify sweat-gland 
tumors. It appears to us that they recognized 





§ References 37 to 39. 
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the syringoma, the cylindroma of the scalp, 
and the hidradenoma papilliferum as distinct 
tumors. They separated sweat-gland “ade- 
noma” from sweat-gland “epitheliomas” and 
divided the latter into three types, i.e., (1) 
mucous, (2) hyaline, and (3) mucous and 
hyaline. In the group with hyaline stroma 
they placed the scalp cylindromas. Their 
“adenoma” group was composed of (1) the 
solid sweat-gland adenoma, (2) combina- 
tion forms of it and hemangioma, and (3) 
the vulvar hidradenoma. Among their cases 
we found no example of eccrine spiradenoma 
as we have defined it. In 1918, Krompecher *° 
accused Ricker and Schwalb of using un- 
acceptable criteria in their distinction and 
classification, and he announced his prefer- 
ence for Pick’s *? division of sweat-gland 
adenomas into two types (1) “hidradenoma,” 
originating in mature sweat glands and (2) 
“adenoma hidradenoides,” developing, in his 
opinion, from rudimentary sweat glands or 
from the epidermis. This precipitated a wordy 
controversy between Ricker ‘** and Krom- 
pecher,*? which continued, at least publicly, 
until 1921, when each published his “last 
word” on the subject.|| 

Darier ** (1920), under the heading of 
“hidradenoma,” clearly portrays the clinical 
and histologic identity of the syringoma and 
confuses it with no other tumor. 

In Watanabe’s ** clinical and histological 
descriptions and drawings of cylindroma we 
found no tumor which, in our opinion, quali- 
fied as the eccrine spiradenoma that we have 
described. Gates and associates * stated that 
Watanabe’s descriptions and plates of cylin- 
droma were examples of hydradenoma. His 
patient was a white man, 43 years of age, 
who had multiple, large, smooth, protruding 
hemispheric tumors on the scalp and smaller, 
round, discrete tumors on the face and torso. 
His picture of this patient is consistent with 
a good clinical example of dermal cylin- 
dromas. Watanabe’s drawings of the struc- 
ture of these tumors are illustrations of 
dermal cylindromas. 


|| References 43 and 44. 


In 1922 Grynfeltt and Aimes ** described a 
small tumor of the right frontal hair line of 
a woman, 42 years of age, which had been 
present and very slowly increasing in size 
for at least a dozen years. It was discrete, 
rose-colored, smooth, hairless, movable with 
the skin, and covered with a network of 
small blood vessels. It had never caused pain. 
The tumor clinically and histologically was 
a dermal cylindroma of the scalp, but these 
observers also believed that the peripheral 
cells (cellules basilaires) had proliferated 
disproportionately, so that they appeared to 
be numerically the most important com- 
ponent of the tumor. These cells were very 
pleomorphic in the larger masses, and some 
resembled smooth muscle cells. The tumor 
was interpreted as having origin in sweat 
glands and was named “adenoépithéliome 
suderifére.” 

In Gans’ textbook of dermal pathology ** 
we could find no description or illustration 
of our eccrine spiradenoma, although he 
clearly recognized a distinctive sweat-gland 
adenoma of the vulva and the naevus syringo- 
cystadenoma papilliferum, which he classified 
under the heading “Naevi Adenomatosi” 
along with sebaceous-gland adenomas and 
the “Hidradenom” and “Adenoma Hydrade- 
noides”’ which are clearly not our tumor. 
He distinguished cylindroma of the skin, 
syringoma, and epithelioma adenoides cysti- 
cum under the heading “Naevi Epitheli- 
omatosi.” 

Babes *® (1928) reported the case of a 
child, 12 years of age, who had had a small 
tumor on the scalp since birth. It grew to the 
size of a “small nut.” His drawings of the 
structural features of the tumor suggest a 
syringadenoma papilliferum. He interpreted 
it as sweat-gland adenoma. It is not an 
eccrine spiradenoma. 

In 1930 Weidman and Besancon,*® re- 
ported a sudorific tumor on the shoulder of 
a 39-year-old white woman, which clinically 
was a translucent, homogeneous, pink nodule. 
Clusters of translucent nodules were also 
present on the face, and one of these was 
subjected to biopsy; it was one of multiple 
benign cystic epitheliomas (Brooke tumor). 
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Many of this patient’s blood relatives also 
had this disease. However, the shoulder 
lesion was a tumor of a different type, 
thoroughly studied with serial sections, re- 
constructed with wax, and well illustrated. 
Although it did not connect with differenti- 
ated sweat glands (or with epidermis), we 
agree with Weidman and Besancon that it 
was a benign neoplasm, a true sweat-gland 
adenoma, probably a syringoma of a highly 
proliferative type. Gates and associates * 
stated that “Figure 5 of the sweat gland ade- 
noma described by Weidman and Besancon” 
was one of “the examples in the literature 
of our hydradenoma.” 


No clinical photograph of our eccrine 
spiradenoma is known to exist. At least our 
search of the literature and of the files of 
the Armed Forces Institute of Pathology 
and our many requests addressed to inter- 
ested clinicians and pathologists met with 
disappointing results. However, in 1930, 
E. S. J. King of Melbourne, Australia, pub- 
lished a drawing of the clinical appearance 
of a benign dermal tumor which he regarded 
as a sweat-gland adenoma. This tumor had 
been present for 11 years in the left supra- 
clavicular region of a woman, 65 years of 
age, and had slowly increased in size until 
it was 1 in. in diameter. It was of a purplish 
hue and was never painful. King’s micro- 
photographs of the tumor (which was firm 
and encapsulated and projected above the 
skin surface) have led us to believe that it 
corresponded histologically, as well as clini- 
cally, to the eccrine spiradenoma. As far as 
we can determine, King probably presented 
the first and only clinical picture of this 
tumor.** 


A case of a painful tumor in the middle 
of the palmar surface of a patient’s hand, 
associated with dermatitis and an exuding 
fissure, was described by Walther and Mont- 
gomery * in 1931. The ducts of sweat glands 
in this lesion were found to be dilated and 
metaplastic, and a wax reconstruction re- 
vealed that they connected with the epi- 
dermis. The clinical and histologic descrip- 
tions and micrographs do not suggest to us 
that this tumor was an eccrine spiradenoma. 
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In 1931, Glasunow °° described three cases 
of benign sweat-gland adenoma: the first, an 
example of the typical dermal cylindroma, 
beautifully microphotographed; the second, 
a tumor developing rapidly after trauma, 
which he interpreted as a “cystadenoma 
papilliferum,” and the third, an unequivocal 
large-clear-cell sweat-gland adenoma of the 
axilla. This report is mentioned, for it illus- 
trates strikingly examples of three tumors 
which are not to be confused with our 
eccrine spiradenoma. 

In their review of ectodermai tumors of 
the skin in 1935, Geschickter and Koehler * 
distinctly separated sweat-gland adenomas, 
turban tumors, and certain “subepidermal 
basal cell nodules” in their classification “Ap- 
pendage or Basal Cell Tumors.” In discussing 
the sweat-gland adenomas, they stated: 
“Solid and cystic forms may be singled 
out as microscopically identified with the 
sweat gland structure.” Their pertinent illus- 
trations of the cystic types show adenoma- 
tous hyperplasia of axillary sweat glands 
and a similar cystic lesion of the nipple. 
They illustrated their concept of the solid 
form of sweat-gland adenoma with ‘two 
microphotographs (their Figures 20A and 
20B) which portray almost without doubt 
the characteristic structure of our eccrine 
spiradenoma. It is interesting to observe that 
these authors clearly distinguish the turban 
tumor from other sweat-gland adenomas 
and from their solid adenoma, which from 
the illustration appears to be an example of 
our tumor. Gates and associates’ said that 
the illustration cited showed an example of 
their hydradenoma. 


The tiny tumor of the female vulva which 
Woringer * reported in 1938 was a recur- 
rence at the edge of a cicatrix which de- 
veloped following excision of another tumor 
two years previously. The diagnosis of sweat- 
gland adenoma was correct in our opinion, 
for his pathologic descriptions and the figures 
identify a typical hidradenoma papilliferum 
vulvae and not a “hydradenoid carcinoma” 
as Gates and associates? implied in their 
review. 
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Among the sweat-gland tumors portrayed 
with excellent clinical pictures and micro- 
photographs in the Suttons’ textbook °* 
(1939) there is no possible example of our 
eccrine spiradenoma except again that case 
of R. L. Sutton, Jr.,?* (1934) consisting of 
multiple tumors, which we have already dis- 
cussed, and which may possibly represent a 
unique or extremely rare variant. In the 
textbook the same case was presented as 
“nodular syringoma or ‘turban tumor’ in- 
volving the neck, unilaterally.” 

Ewing,*’ in a paragraph on sweat-gland 
tumors stated, “From the alveoli arise the 
somewhat specific spiradenoma, with many 
well formed alveoli surrounded by mem- 
brana propria and filled with small cuboidal 
cells.” He went on to imply that he believed 
the syringoma arid papillary hidradenomas to 
be special forms or subtypes of the spirade- 
noma. A tumor represented by Ewing in a 
microphotograph credited to Buxton (p. 906, 
Fig. 461) titled “Topography of sweat gland 
tumor of skin” was believed by Gates and 
associates (1943) to “correspond to our solid 
tumor or hydradenoma.” This photograph 
is an enlargement of Buxton’s*® micro- 
photograph which, in 1901, he labeled 
“spiradenoma, 25.” However, the higher- 
power photograph (250) of the same 
tumor in Buxton’s plate further identifies 
the tumor as cylindroma of the skin. Neither 
of these photographs illustrates the solid 
eccrine spiradenoma which is distinct from 
cylindroma of the skin; nor are we able to 
interpret Ewing’s other picture labeled “‘ade- 
nocarcinoma of sweat glands” (p. 907, Fig. 
462) as depicting our tumor. Gates and 
associates 1 also believed that this illustration, 
too, corresponded to their hydradenoma. 

In 1941 Sheldon ** reported three sweat- 
gland tumors in detail because of the presence 
of unusual proliferation or activity of “myo- 
epithelial cells” in them. One of these tumors 
was on the cheek of a girl, 10 years of age, 
and was slightly tender ; it had been noticed 
only two months previously. This small, 
“bean-sized” tumor had a thick connective- 
tissue capsule, “which included several essen- 
tially normal eccrine sweat glands. Direct 


continuity between these glands and the 
tumor was seen in several instances.” He 
noted duct-like and gland-like structures 
formed of two cell types, one a peripheral 
“myoepithelial” type, the other an epithelial 
type lining tubular structures and showing 
“in some instances squamous metaplasia and 
epithelial pearl formation, particularly where 
the tumor masses were without arrange- 
ment.” He believed the proper histologic 
diagnosis was benign spiradenoma in which 
the myoepithelium was the main proliferating 
element. From his description and the micro- 
photographs we are unable to classify this 
tumor as an eccrine spiradenoma. When the 
presence of squamous metaplasia and epithe- 
lial pearl formation in his tumor are con- 
sidered, it appears even more unique and 
difficult to evaluate. His other two tumors 
were listed as “hidradenoid carcinoma” 
(perineum) and “malignant myoepithelioma” 
(base of great toe), and they resemble our 
eccrine spiradenoma in no manner what- 
soever. 


Mayer’s ®® histologic study of 12 cases of 
eccrine and apocrine sweat-gland tumors in 
1941 revealed what in his opinion were myo- 
epithelial cells. The fourth case in this series 
is the only one which we may consider a 
possible example of eccrine spiradenoma. 
This tumor was obtained from the forehead 
of a woman ‘23 years of age. It was “pea- 
sized” and consisted of two tumor lobules 
surrounded by a_ well-defined connective- 
tissue capsule. The larger of the lobules was 
mainly contiguous with or replaced by a 
large, empty, irregular, cystic space, a phe- 
nomenon also observed by us in some of our 
tumors. Although Mayer noted solid tubular 
structures consisting of the two cell types 
which we observed, we cannot positively 
identify his tumor as our eccrine spirade- 
noma. He described the small cells as includ- 
ing myoepithelial cell elements, but he did 
not consider these cells to be the only dis- 
tinguishing characteristic of his tumor. He 
named the tumor simply “hidradenoma.” 

The tumor reported by Balog *® in 1941 
was, in our opinion, probably an eccrine 
spiradenoma. He recognized the distinctive 

217 





A. M. A. ARCHIVES OF DERMATOLOGY 


solid parenchyma of these adenomas with the 
coiling maze of solid tubules of two cell 
types forming the lobules which we have 
emphasized in ‘our description, His tumor 
also revealed extremely scanty connective- 
tissue stroma but large cystic lymphatic 
spaces distorting the structure and charac- 
terizing his tumor as the type with a large 
element of lymph stasis. Balog apparently 
recognized this as a singular change within 
the encapsulated structure of this tumor, 
as the name which he gave it implies. This 
tumor had been noticed on the medial upper 
thigh of an Italian girl, 19 years of age, for 
approximately three months before it was 
excised. It was sharply defined in the cutis, 
the size of a “hazel nut,” and had been pain- 
less. Two years later an exact clinical and 
histologic replica, reappeared in the same 
site, except that the second time it was only 
“hean-sized.” He did not conclude that the 
recurrence was evidence of malignant change 
but, rather, that the original excision did 
not effect complete extirpation of all the 
sweat-gland anlage at the site. We concur 
with Balog’s interpretation and diagnosis, 
presuming that he did not intend to add 
another long synonym to “the already over- 
burdened synonymy.” { 


Gates, Warren and Warvi,' in 1943, placed 
tumors of true sweat glands in four classifi- 
cations: (1) syringoma; (2) hydradenoma 
papilliferum; (3) hydradenoma; (4) hy- 
dradencid carcinoma. They did not place the 
turban tumor in any of these divisions but 
discussed it under the heading “Tumors 
ascribed to sweat glands.” Their review of 
the literature revealed the wide division of 
opinion among the previous authors re- 
garding the sebaceous, sweat gland, or hair 
follicle origin of the turban tumor, and they 
concluded: “The fact that they are generally 
considered to be of the basal cell type seems 
most important.” They summarized their 
review of the literature on the turban tumor 
as follows: ‘The turban tumor is not a spe- 
cial histologic entity and may resemble vari- 





{A phrase borrowed from Weidman and 
Besancon.5° 
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ous slow growing epithelial tumors of the 
skin and its appendages. It has been gen- 
erally recognized that the clinical and histo- 
logic characteristics are those of a benign 
organoid tumor.” 

However, Gates and associates preferred 
the name “hydradenoma” for a solid tumor 
of sweat gland which is discrete, solitary, or 
multiple, and is found chiefly on the face 
and scalp, which rarely ulcerates, and grows 
slowly to a certain size, enlarging no further 
thereafter. Pain or tenderness was not men- 
tioned. The 48 examples of this tumor, which 
they tabulated under the title “hydrade- 
noma,” were present in 47 patients; 20 
(48%) were listed as located on the scalp, 
temple, forehead, or ear. One of these scalp 
tumors (their 45276A) was considered by 
Gates and associates to be “entirely typical 
of the so-called turban tumor.” The clear 
clinical history which they gave for this case, 
including the familial incidence as evidenced 
by the occurrence of similar tumors in the 
patients’ relatives, led us to concur with their 
opinion that clinically the tumor was a 
cylindroma of the skin, which we consider 
synonymous with turban tumor. But since 
Gates and associates accepted other examples 
of cylindroma found in the literature as their 
“hydradenoma,” since the incidence of scalp 
and forehead tumors among their group of 
“hydradenomas” is high, and since they are 
unwilling to allow the turban tumor any 
histologic distinction, we believe it is in- 
evitable that many examples of cylindroma 
were included in their “hydradenoma” group. 
Much of their description of the histologic 
features of their “hydradenoma” is compar- 
able with the eccrine spiradenoma, but they 
also stated that “in certain of the hydrade- 
nomas there is a characteristic tendency 
toward hyaline degeneration.” Hyalin forma- 
tion or degeneration is not characteristic of 
the eccrine spiradenoma, while it is a primary 
distinguishing character in dermal cylin- 
dromas. The single illustration of their 
“hydradenoma” consists of a microphoto- 
graph (265) which, as their Figure 5, 
shows a tumor with an alveolus-like pattern 
resembling closely that of our eccrine spi- 
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radenoma. However, there is also, in their 
words, “an early hyaline deposit in the base- 
ment membrane,” and this is not incompatible 
with the occasional patchy and irregular hya- 
line change in the stroma of our eccrine spi- 
radenoma. The “hydradenoma” shown in 
Figure 5 of their paper is a good illustration 
of our tumor, and we do not doubt that 
Gates and associates observed more than one 
example of the tumor we have described. 
Yet their inclusion of other tumors “with 
partly papillary structure” or with “charac- 
teristic tendency toward hyaline degenera- 
tion” or “with hair follicles imbedded in the 
tumor” or “with close resemblance to basal 
cells or squamous cells” or “typical of turban 
tumor” or “generally called cylindroma” has 
rendered impossible, in our opinion, the con- 
clusion that their “hydradenoma” had the 
integrity of an entity. 

Gates and associates also listed an addi- 
tional 11 cases of tumor under the title of 
“Hydradenoma with associated hair follicle 
tumor.” This group appeared to be related 
to the discussion wherein they stated: “Fur- 
thermore, in some of the tumors, connections 
can be traced with the overlying epidermis 
or with hair follicles. The structure also has 
a certain resemblance to hair matrix carci- 
noma: narrow branching strands of cells, 
scattered whorls of nuclei about minute hya- 
line particles, and, rarely, well-formed hair 
follicles embedded in the tumor, not as an 
accidental inclusion but as an integral part 
of the growth.” We found nothing like this 
in the eccrine spiradenoma we have de- 
scribed ; only rarely we observed beyond the 
capsule, embedded in the adjacent connective 
tissue, abnormal hyperplasia of whorled hair- 
matrix cells and of follicular epithelium 
mixed with or enclosing irregular bits of 
keratin. 


Regarding their term “hydradenoma” 
Gates and associates stated, “The spelling 
‘hydradenoma’ is sanctioned by general 
usage.” To this we demur. In our study of 
the literature we observed that “hidrade- 
noma” is by far the more customary term. 
However, they pointed out that the correct 


form is “hidradenoma” since in the Greek 
hidros means sweat, but hydor means water. 


The single “adenomyoepithelioma,” re- 
ported by Hartz * (1946), is possibly an- 
other case of eccrine spiradenoma in which 
proliferation of the small dark cells was 
excessive. Thus, his Figure 5, in our opinion, 
is an example of the typical parenchyma 
of our eccrine spiradenoma, while his Figure 
3 shows the diffuse proliferation of “myo- 
epithelial cells” in another field of the same 
tumor. Hartz found it impossible to demon- 
strate transitional forms between the outer, 
dark epithelial cells of the solid tubules and 
these so-called myoepithelial cells. He also 
stated that in his tumor “there existed no 
transformation of myoepithelial cells into 
connective tissue elements as seems to be 
assumed by Hamperl,"* ‘a transformation 
which does not seem probable.” The tumor 
he described was 1.5 cm. in diameter, encap- 
sulated, and contained a large cystic space. 
It had been present in the subcutaneous tis- 
sue of the back of a 30-year-old woman for 
a “long time,” had grown slowly, and appar- 
ently had never been painful. 

Lever, in 1948, suggested the name 
“myoepithelioma” for the tumors described 
by Grynfeltt and Aimes,*” R. L. Sutton Jr.,”* 
Sheldon,®* and Balog,®*° which we have dis- 
cussed. He also found eight tumors described 
in the literature as mixed tumors of the skin, 
which he said were “myoepitheliomas.” In 
addition, he reported three new cases of a 
small encapsulated dermal tumor found on 
the abdomen of a 54-year-old woman, the 
shin of a 27-year-old woman, and the neck 
of a 34-year-old woman, respectively. These 
three tumors were movable with the skin, 
ranged from 0.8 to 1.5 cm. in diameter, and 
apparently were painless. Lever presented 
microphotographs which clearly illustrated a 
distinct and overwhelming: proliferation of 
cells which he interpreted as myoepithelial 
cells. He suggested that these cells, along 
with the apocrine-like secretory epithelial 
cells lining alveolar or tubular lumens, 
characterized these tumors. His Figure 3 
(Case 2) resembles our tumor except for the 
loose stroma into which, as he described it, 
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myoepithelial cells are proliferating. Lever’s 
three tumors resemble the “myoepithelial” 
portion of the “adenomyoepithelioma of sweat 
gland” previously described by Hartz ** and 
Sheldon’s °* myoepithelial spiradenoma. 

Lever, in his monograph on benign dermal 
tumors,** classified the syringadenoma papil- 
liferum and hydradenoma papilliferum as 
apocrine adenomas, and cylindroma, syrin- 
goma, and myoepithelioma as apocrine epi- 
theliomas. He did not describe an eccrine- 
sweat-gland adenoma. His separation of 
syringoma and cylindroma on_ histologic 
grounds is clear and distinct. The illustration 
of “myoepithelioma” (his Figure 10, the 
same as Figure 5 of his previous paper on 
that subject *?) cannot be mistaken for our 
eccrine spiradenoma. 

_ The clear-cell adnexal adenoma described 
by Liu ** (1949), who called it “clear cell 
papillary carcinoma” and believed it origi- 
nated in hair follicles, appears probably to 
be the same tumor as the sweat-gland epithe- 
lioma of Stout and Cooley ® (their Case 12) 
and the clear-cell tumors lately reported by 
Lever and Castleman ® (1952), which they 
named “clear cell myoepithelioma” in ac- 
cordance with their impression that these 
clear cells seemed to develop from other 
cells interpreted as myoepithelium. The 
tumor reported by Arnold,*’ and considered 
by him to be a basal-cell carcinoma of sweat- 
gland origin, resembles this clear-cell adnexal 
tumor. None of these cases of clear-cell 
adnexal adenoma should be confused with 
our eccrine spiradenoma. 

In the Ellers’ ** discussion of sweat-gland 
nevi and cylindroma of the skin, the latter 
tumor is considered a distinct histological 
and clinical entity, a fact also borne out by 
their photographs. They do not mention a 
solid eccrine adenoma with a clinical symp- 
tomatology or distinct histologic pattern such 
as we have demonstrated. 

Jessner.and Biberstein *° reported a small 
tumor which may have developed at the site 
of a pneumothorax needle wound in the sub- 
axillary skin of a 37-year-old woman. This 
tumor consisted of two degenerated cysts 
and one solid lobule of tumor which con- 
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tained epithelial nests and strands and 
branched tubules and lumens lined by one 
or two layers of epithelium which tended 
to be columnar. The cells contained glycogen. 
Hyaline material and a plasma-cell infiltrate 
were present in the solid epithelial tumor. 
A surrounding inflammatory infiltrate also 
contained many plasma cells. They consid- 
ered the tumor a sweat-gland adenoma and 
discussed the evidence for and against its 
possible origin from eccrine or apocrine 
sweat gland, We were unable to identify 
their tumor as an example of our eccrine 
spiradenoma. 

Lennox and associates 7° recognized three 
types of “deep hidradenomata”: a solid (11 
examples), a mixed salivary, and a myo- 
epitheliomatous. They discovered “mucin” 
in some cystic parts of these tumors, and 
stated that in the solid variety, “when pure, 
no mucin is secreted, but this type is hardly 
every really pure.” In their definition of 
mucin they included hyaluronidase, muco- 
polysaccharides, mucoprotein, and glyco- 
protein." These observers did not describe 
clinical features and were also unable to 
distinguish in their pathologic material the 
clinicopathologic entity of an eccrine-sweat- 
gland adenoma (eccrine spiradenoma) from 
previously described apocrine or clear-cell or 
salivary types of tumor or myoepithelioma. 


IX. COMMENT 


1. General Considerations—The descrip- 
tion of the painful eccrine spiradenoma in 
terms of both the characteristic clinical and 
histologic features in a significant number 
of cases has no precedent in medical litera- 
ture. We believed that on very rare occasions 
single cases of the tumor have been reported. 
Gates and associates + undoubtedly included 
some examples of the eccrine spiradenoma, 
but its histologic identity became vague in 
their report owing to the assignment of 
cylindroma with or without hyaline degenera- 
tion to their group of solid “hydradenomas.” 
The clinical syndrome was unrecognized. 

This striking combination of pain or ex- 
quisite tenderness with the characteristic 
histopathologic pattern forms a distinct 
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entity. The microscopic features of the ec- 
crine spiradenoma are instantly recognizable: 
an encapsulated solid tumor surrounded by 
collections of normal eccrine sweat glands 
and ducts and small nerve trunks, often 
closely investing the tumor or penetrating 
along with small vessels its dense capsular 
and interlobular connective tissue septa, and 
a parenchymal pattern in which the two cell 
types appear in a monotonous and harmonic 
arrangement of winding, solid, glandular 
tubules or cords. The large central cells of 
these coiling formations practically always 
predominate, while the smaller darker pe- 
ripheral cells are the minor component, only 
rarely appearing to proliferate somewhat to 
excess but never so much as ‘to interfere 
with recognition of the morphologic essence 
of the entire tumor. Sometimes the fine 
stromal and vascular elements are over- 
whelmed by lymph or blood vascular stasis, 
engorgement, and dilatation. Occasionally 
one or more distinct lobules of the tumor 
undergo degeneration, becoming cystic. The 
tumor is formed from eccrine-sweat-gland 
apparatus and has been demonstrated to re- 
tain anatomical connections with eccrine 
sweat glands and ducts. Apocrine glands 
were never observed in or near or even in 
the widest general vicinity of these tumors. 
Briefly, the structure of our eccrine spi- 
radenoma consists of an extensive organoid 
benign neoplastic proliferation of all the 
cellular and stromal components of eccrine 
sweat gland within a firm connective-tissue 
capsule. The presence in some tumors of 
cystic foci with pink-staining material may 
indicate a secretory function. 

The clinical features of the eccrine spi- 
radenoma may be summarized. It is a small, 
discrete, solitary, well-defined nodule, freely 
movable with the skin or in the immediately 
subjacent tissue ; it is soft to moderately firm 
in consistency. The overlying skin frequently 
has a bluish color. The tumor is usually 
paroxysmally painful, but it may be only 
extremely “tender” with pain out of all pro- 
portion to the intensity of the stimulus. The 
tumor has a very long duration and, in our 
series, an invariably benign course, for none 


of our tumors was observed to invade or 
destroy other tissue and none metastasized. 
Growth proceeds slowly to an average size 
of approximately 1.5 cm. in diameter. The 
tumor is situated mainly on the upper parts 
of the body, including the face and upper 
extremities, usually on ventral surfaces. It 
was not found on the soles, palms, axillae, 
or external genitalia, and it very rarely ap- 
pears on the scalp. It is our observation that 
the eccrine spiradenoma recurs after excision 
only if not completely removed. We interpret 
the recurrences in our series as probable re- 
sults of incomplete extirpation which left 
behind a lobule of tumor. 

2. Pathogenesis—The cause and patho- 
genesis of our eccrine spiradenoma are 
unknown. It is possible that the eccrine spi- 
radenoma develops from quiescent and rudi- 
mentary eccrine-sweat-gland anlage, which, 
present in the fetus, remained undeveloped 
and inactive until unknown factors combined 
to provide the exciting growth stimulus. It 
is probable that the growth process may be 
subclinical for a long time before the tumors 
become apparent or symptomatic. We found 
no ductular or cellular connection of any 
tumor with the epidermis even though we 
studied hundreds of serial sections as well 
as all the other multiple sections made from 
each tumor. It is possible that this adenoma 
may develop where the duct of a given 
eccrine sweat gland becomes atrophic or has 
been abortive and dystrophic from the be- 
ginning of its development. However, occlu- 
sion or atrophy of the ducts of eccrine glands 
or excreting organs appears rarely to be 
associated with hyperplasia or formation of 
true adenoma of the gland parenchyma; 
rather, atrophy or dilatation appears to be 
the rule. 

The eccrine spiradenoma may be an ade- 
noma forming from a special local physiologic 
unit present normally in the skin concerned 
with eccrine sweat control, a heretofore 
unrecognized structure. This would be some- 
what analogous to the glomus tumor, which 
develops in a glomus apparatus. 

3. Pathologic Physiology—tThe organoid 
structure of the tumor with its proliferation 
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of apparently viable secretory cells suggests 
the retention of some secretory function. The 
PAS-positive, diastase-resistant substances 
present in the eccrine spiradenoma are prob- 
ably mucopolysaccharide and/or glycopro- 
tein. These may be products of either type 
of epithelial cell present in the tumor, but 
it is equally possible that they are constitu- 
ents of the connective-tissue matrix. 


The presence of accessory neural, ductu- 

lar, and vascular structures richly permeating 
the close environs of these tumors supports 
the tentative impression that a physiologic 
adenoneural junction may be present here, 
mediating secretory impulses, and that the 
neural network may transmit pain. Inflam- 
mation, one sign of which is pain, is not 
present. 
_ None of our patients observed the phe- 
nomenon reported by Wood# over 140 
years ago, namely, that certain small painful 
subcutaneous tumors increased in size during 
paroxysms of pain. 

These symptoms of spontaneous parox- 
ysms of pain and the excruciating tenderness 
to minor stimuli, often initiating a painful 
paroxysm, add the eccrine spiradenoma to 
the brief list of painful dermal tumors which 
includes the glomus tumor, the leiomyoma, 
and the neuroma. 

In the future, the eccrine spiradenoma, 
especially if recognized clinically before its 
total resection, may well become an object 
of correlated physiological and histochemical 
measurements. Thus, controlled experiments 
on the pharmacodynamics of this tumor may 
be undertaken with determinations of its 
responses to acetylcholine, atropine, pilocar- 
pine, epinephrine, and other related agents, 
possibly shedding some light on the presence 
or absence of function. Such observations 
would probably have an important bearing on 
our ideas regarding sweat formation, secre- 
tion, and retention, and would possibly fur- 
nish data relating to oncogenesis. 

4. Epithelial Versus Myoepithelial Prolif- 
eration—We believe that the two cell types 
in the eccrine spiradenoma are derived from 





# References 19 and 21. 
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the two types of secretory cells of eccrine- 
sweat-gland tubules which Montagna, Chase, 
and Lobitz ** clearly delineate and distinguish 
from the sparse myoid (myoepithelial) cells 
which lie between them and the basement 
membrane. In the tumor, the smaller, more 
peripheral cell with indistinct or clear cyto- 
plasm is the analogue of the clear cell in the 
coil gland with its nucleus more distal from 
the lumen. The larger and more centrally 
placed tumor cell with distinct cytoplasm 
appears to be analogous to the “superficial” 
or dark secretory cell with its nucleus at the 
distal end of its cytoplasm, nearer the lumen. 
We cannot interpret the two types of tumor 
cell as derived from the myoid meshwork 
which may be observed to be closely applied 
to the inner surface of the hyaline basement 
membrane of the eccrine gland. Our concept 
of the sources of the tumor cells is also illus- 
trated in the work of Ito and Iwashige,”* 
wherein the darker “superficial” cells and the 
clear “basal’’ cells of eccrine glands are dis- 
tinct from each other and especially from the 
“smooth muscle fibers” apposed to the inside 
of the basement membrane. 


Hurley and Shelley ** have demonstrated 
contractility in the apocrine-sweat-gland 
tubule subserving the observed function of 
intermittent expulsion of apocrine sweat 
induced by thermal, electrical, or pharmaco- 
logic (epinephrine, histamine, pitocin) stim- 
uli. It is likely, therefore, that the myoepi- 
thelium of the apocrine sweat gland directly 
contributes to this peristaltic activity and has 
a truly myoid nature. Montagna and associ- 
ates 7° have reported the presence of glycogen 
and sudanophilic droplets in eccrine “myo- 
epithelial cells.” Further histochemical and 
physiologic studies are needed for the recog- 
nition and elucidation of the eccrine myo- 
epithelium. 

Our eccrine spiradenoma, in a rare in- 
stance, contained focally excessive prolifera- 
tions of the more peripheral epithelial cells 
of the solid tubules. These cells did not re- 
semble eccrine myoepithelial cells. Although 
certain tumors have been described in the 
past as myoepitheliomas probably arising 
from apocrine glands, the existence of an 
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eccrine-sweat-gland tumor which is primarily 
a new growth of eccrine myoepithelium has 
not been demonstrated. 


X. CONCLUSIONS 


1. The clinical features of the painful 
eccrine spiradenoma are characteristic, al- 
though no single symptom or sign is pathog- 
nomonic. The clinical differential diagnosis 
of a single painful dermal tumor should 
include the eccrine spiradenoma, leiomyoma, 
glomus tumor, neuroma, and angiolipoma as 
the major possibilities. To make a correct 
clinical diagnosis in a case of asymptomatic 
eccrine spiradenoma would probably be im- 
possible, unless pharmacologic testing even- 
tually proves to be a diagnostic aid. 

2. This eccrine spiradenoma has a charac- 
teristic pathologic structure distinct from 
cylindroma of the scalp (turban tumor) and 
the rare aberrant cylindroma of other dermal 
areas, and the so-called myoepitheliomas. It 
is quite different histologically from the 
papillary hidradenomas and the syringoma. 
It does not resemble the clear-cell papillary 
carcinoma of Liu,** which was recently inter- 
preted as “myoepithelioma” by Lever and 
Castleman.** 

3. The eccrine spiradenoma had a benign 
clinical course in all of our patients and none 
of the histologic characteristics suggested 
malignant changes. However, it was errone- 
ously diagnosed as a malignant neoplasm in 
6% of 126 pathologic diagnoses in our series. 
It has a generally favorable and benign prog- 
nosis, but it may “recur” if not entirely 
excised. 

4. The best therapy is probably local sur- 
gical removal, which, if complete, is curative. 


XI. SUMMARY 


A clinical and pathological study of 134 
patients revealed that the eccrine spiraden- 
oma is a distinct clinicopathological ‘entity 
with a characteristic and diagnostic micro- 
scopic structure. It is derived from eccrine 
sweat glands and has a slow growth and 
benign prognosis. In the past this tumor has 
been confused with other neoplasms and fre- 


quently mistaken for carcinoma. It is usu- 
ally a single tumor of the ventral skin and is 
often associated with pain. It is probably 
amenable to simple surgical excision as a 
curative measure. Its relative frequency and 
distinct characteristics warrant its recogni- 
tion in the fields of dermatology and surgical 
pathology. 


ABSTRACT OF DISCUSSION 


Dr. NELson Paut ANbERSON, Los Angeles: 
First of all, I should like to congratulate Dr. 
Kersting and his colleague, Dr. Helwig, on their 
winning of the Association’s prize essay contest. 
This is the fifth award of this medal, and they thus 
join a group to whom we all look for definite and 
sound future advances in the field of dermatology. 
Dr. Kersting, you are the first of the Earl D. Os- 
borne Fellows in Dermal Pathology to win this 
coveted award. The contributions of Dr. Osborne 
to. dermatology have been many and varied. The 
honors he has received likewise have been numerous. 
But I doubt if any dermatologist has been so 
honored during life, by having an endowed fellow- 
ship granted and named for his work in our spe- 
cialty. 

One of the great advantages of comparative 
youth is that one seems to be undeterred by obstacles 
and unafraid to venture into fields which seem to 
have been already fully explored. It would be a 
hardy soul, indeed, who would knowingly venture 
into the complicated maze of sweat-gland tumors 
and hope to come out with anything new or different 
or constructive. Yet, this is exactly what I feel 
these men have done. 

Not only have they made a distinct pathologic 
contribution in this field, but they have also com- 
bined with it a clinical picture which, in the future, 
should make us all cognizant of this adenoma of 
eccrine sweat glands whenever we meet a small or 
moderate-sized painful or tender solitary tumor. 

From a clinical standpoint, the collection of 136 
such tumors in 134 patients is astounding in itself. 
For all practical purposes, this means that the con- 
dition presents itself as a solitary lesion. Secondly, 
this is one of the very few conditions in life in 
which sex appears to play no role. The predilection 
of these lesions for the ventral portions of the 
body, and especially the upper half of the body, 
including the flexors of the arms and forearms, was 
strikingly illustrated by Dr. Kersting’s chart of the 
different sites of these lesions. Noteworthy also is 
the fact that no lesions occurred on the palms, soles; 
axilla, or genitalia, and only one in the scalp. The 
slow growth of the tumor, as a_ circumscribed, 
moderately firm, subcutaneous nodular mass, with 
an average diameter of less than 1.5 cm. at the time 
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of excision, all point to a benign lesion from a clin- 
ical standpoint, although one might have some mis- 
givings from the number of recurrences reported, 
which was in the neighborhood of 10%. These re- 
currences are understandable, however, when the 
pathologic aspects are considered. 

Clinically, the overlying skin is either flesh- 
colored or bluish, and is never eroded or ulcerated. 
The presence of either pain or tenderness in the 
great majority of lesions, along with the frequent 
association of a bluish discoloration, would cause 
the clinician to consider other possibilities in diag- 
nosis. These include glomus tumor, solitary leio- 
myoma, painful vascular myomas, solitary neuro- 
fibroma, and neuroma. 

It seems odd that in spite of careful search, the 
authors were able to find but one clinical photo- 
graph of this lesion. 

When one turns to the pathology of this dis- 
order, it is striking to note that in only half of 
the cases was it originally recognized, first, that 
the tumor was benign, and, second, that it originated 

‘from sweat-gland epithelium. In 8 cases, a diag- 
nosis of some type of malignant growth was made, 
while 16 cases were considered to belong to the 
glomus tumor group, and 16 cases were believed 
to belong to the group of tumors derived from 
blood-vascular or lymphatic endothelium. 

Microscopically, it is notable that the lesions are 
composed of one or more lobules, which are sharply 
defined and surrounded by a closely adherent con- 
nective-tissue capsule. The triad of blood vessels, 
nerves, and sweat-gland ducts, which was so beauti- 
fully demonstrated in Dr. Kersting’s photomicro- 
graphs, in close association with one another, and 
the whole in close proximity to the connective- 
tissue capsule, raises the question as to whether 
this collection may constitute a special hilar struc- 
ture comparable to the glomus tumor or the vas- 
cular hilus of lymph node or spleen. Pinkus, Lobitz, 
and co-workers have demonstrated that the epi- 
dermal eccrine sweat duct is a morphologic and 
biologic entity. Recently, Mellinkoff and Sonnen- 
schein (Science 120-997 (Dec. 10) 1954) have 
demonstrated the identity of sweat glands stimulated 
by heat, epinephrine, and acetylcholine. It seems 
probable that the entire eccrine sweat gland and 
duct is a morphologic and biologic entity. 

This sweat-gland tumor is composed, as Dr. 
Kersting has shown you, of two types of cells, 
and these were very beautifully demonstrated in 
his photomicrographs. 

The combination of a characteristic clinical and 
microscopic picture makes this contribution very 
valuable to the practicing dermatologist. At. the 
same time, it raises a question: What clinical 
diagnosis and what patho‘ogic diagnosis were made 
and are still being made of such .a lesion? Cer- 
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tainly, other physicians must have seen these 
solitary tumors. Why have dermatologists (who 
are somewhat unique in the medical specialties 
in that there are many who are interested in 
pathology) overlooked the correlation of the clini- 
cal aspects and microscopic picture of this tumor? 
I believe that the answer lies in the fact that most 
such solitary painful nodules are referred to a 
surgeon for excision, and the surgeon accepts the 
diagnosis of the pathologist. At least, this is true 
in private practice. In large medical centers, these 
cases are referred to minor or outpatient surgery, 
where the intern or resident is more interested in 
major surgery. Thus, the clinical picture as seen 
by the surgeon and the microscopic picture as seen 
by the pathologist have never been correlated. 
This correlation is certainly one of the most valu- 
able features of this presentation. I dare say that 
it never would have been made if Dr. Kersting 
had not been primarily a good student of clinical 
dermatology, as well as one greatly interested in 
dermal pathology. The same facts are valid for 
his co-author, Dr. Helwig, who, although primarily 
a pathologist interested in dermatology, has main- 
tained his interest in the clinical aspects of our 
specialty by his noteworthy contributions to the 
exhibits and conferences at the Academy. 


There were many important and _ interesting 
contributions ‘which time forced Dr. Kersting to 
omit from his presented paper. I hope I need not 
remind those listening that many dermatologists, 
including members of this Association, have con- 
tributed to the microscopic pathology of sweat- 
gland tumors, namely, Fordyce, Weidman, Hamilton 
Montgomery, Lever, R. L. Sutton Jr., W. C. 
Lobitz Jr., Shelley, and others. 


Dr. Kersting, I congratulate you on an excellent 
contribution. Your presentation has been clear and 
to the point. We all are proud of your work and 
trust you will continue to contribute to the ad- 
vancement of knowledge in dermatology. 


Dr. STEPHEN RorHMAN, Chicago: Dr. Kersting 
has masterfully presented a beautiful piece of work. 
He has given conclusive evidence that eccrine 
spiradenoma is a hitherto unrecognized clinical 
and histological entity. 

I should like to ask him whether he plans 
experimentation with adrenergic blocking agents. 
Myoepithelia of eccrine glands have an adrenergic 
innervation. If Dr. Kersting believes, as he said, 
that the pain might be caused by contraction of 
contraetile elements in the tumor cells, the pain 
should be relieved by such agents. 

I also should like to ask whether he did not 
encounter the erroneous diagnosis of leiomyoma. In 
early days we were taught that leiomyomas are 
the only painful flesh-covered benign tumors of 
the skin. Now we have learned that this is not true. 
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Dr. Frep WeEImpMAN, Philadelphia, Pa.: It ap- 
pears that there is more to this tumor than simply 
the sweat-gland element; namely, a nerve tissue 
and angiomatous factor also. That is, we have 
three radically different kinds of tissue—gland, 
blood vessel, and nerve. Where they are associated 
consistently, as here, the lesion becomes organoid ; 
that is, it is a hamartoma. Therefore, we should 
not commit ourselves to regarding this as a purely 
glandular kind of tumor such as adenoma. 

In this connection, it would clarify matters if 
Dr. Kersting would comment whether the hyper- 
plasia of nerves and blood vessels is in fact neo- 
plastic in the same sense that the sweat-gland 
phase is neoplastic. I sensed from what I saw on the 
screen that it is only the glandular moiety or 
component which is neoplastic. If so, it would 
strengthen the idea and align it with the glomus 
tumor, which is in the category of the hamartomas. 

Dr. Davi W. Kerstinc, Milwaukee: I want 
to thank Dr. Anderson and the other discussers 
and will try to answer the questions. ; 

We were glad to hear that Dr. Pinkus has 
found two examples of the eccrine spiradenoma 
among his material. We believe that more of them 
may be found in other collections and hope that 
a clinical photograph will soon appear. 

In reply to Dr. Rothman, we should include the 
use of adrenergic blocking agents in the physio- 
logic studies we have recommended. I believe that 
the anatomy and function of eccrine myoepithelium 
have not been clarified. We did not find myoepi- 
thelium in this tumor. I recognize the myoepithelium 
in sweat glands as the third and outermost layer 
of cells, but I do not know what a dermal myo- 
epithelioma is. The great need now is for the 
recognition of eccrine spiradenomas in the pa- 
tients before they are totally resected, so that such 
pharmacologic tests can be performed. 

Surprisingly, a clinical diagnosis of leiomyoma 
was not made once among all the cases recorded. 
The most frequent clinical diagnosis was simply 
“tumor,” type not specified, the second most fre- 
quent was “cyst,” and the third was lipoma. 

Dr. Weidman studied one of our specimens about 
15 years ago. He made the diagnosis of benign 
sweat-gland tumor. I believe that this tumor is a 
neoplasm. The apparently excessive proliferation 
of the accessory structures may fall within the 
definition of hamartoma. I think it would be most 
difficult to show that the tumor itself, in a given 
example, let us say, was never in the course of its 
growth a hamartoma or is not now a true neoplasm. 

The subject of eventual malignant change in 
this tumor is not closed. We haven’t observed it 
yet. In closing I wish to emphasize that the most 
frequent erroneous pathological diagnosis of malig- 
nancy in our series of eccrine spiradenomas was. 
that of malignant synovioma. 
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NNUAL HT 


Several studies using antibiotics in the 
treatment of acne have been reported in the 
literature.* The rationale for this type of 
therapeutic attack is found in an attempt to 
control the bacteriological phase of the 
hormonal-bacterial etiology of acne.f In 
spite of increasing understanding of the 
pathogenesis of acne, attempts to restore the 
integrity of the human organism by the use 
of therapeutic agents have been somewhat 
disappointing. 

The results of long-term tetracycline hy- 
drochloride ¢ therapy in the treatment of 72 
cases of acne are reported in this paper. 
Using an acne lesion counting system for 
control, statistically significant results were 
observed in 65 out of 72 patients so treated. 
Attention was paid to the tetracycline sensi- 
tivity of the invading organisms in relation 
to the clinical response and the development 
of undesirable side-reactions from prolonged 
tetracycline therapy. Individua' pes of 
clinical response to therapy are discussed. 
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METHODS AND MATERIALS 


The patients included in this study were 
all young university students of both sexes 
between the ages of 17 and 22 years. Be- 
cause of the nature of their employment and 
environment, many extrinsic factors such as 
living conditions, diet, climate, etc., remained 
constant for the entire group during the 
study. The project was supervised and con- 
trolled by the Medical Staff of Syracuse 
University through the outpatient depart- 
ment of the University Health Service. 


Attempts have been made in this study on 
acne control to create measurement tools 
which readily lend themselves to statistical 
scrutiny and valid generalizations. The dis- 
tribution of acne lesions in a given area sug- 
gested the best possible approach. By map- 
ping out a specific area of skin on a given 
patient, it is possible to compare accurately 
the pathological situation in the same area 
over a succession of several observations. 
It is further possible to standardize these 
observations so that the same reading can 
be obtained by several observers seeing a 
given patient at a given time. The area of 
skin selected for these observations was the 
side of the face. This selection was made for 
two reasons: first, the frequent preponder- 
ance of acne lesions occurring in this area, 
and, second, the presence of fixed structural 
landmarks allowing for identical repetitious 
mapping. The cheek was triangulated, using 
the tip of the ear, the end of the nose, and. 
the middle of the chin. The same side of the 
face was used for all observations on a given 
patient. 

Before therapy was started all individual 
acne lesions occurring in the above specified 
area were counted and recorded as the be- 
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ginning point. All future counts were com- 
pared with that of the initial observations. 
The lesions were divided further into two 
groups and counted; the first group included 
pustular lesions, and the second group in- 
cluded all other lesions. At periodic inter- 
vals during therapy all patients were ob- 
served in the outpatient department and 
lesion counts were made. 


Initially, exudate was obtained from the 
acne lesions and cultured in beef heart broth. 
The sensitivity of the bacterial organisms to 
tetracycline hydrochloride was then estab- 
lished. When possible these cultures were 
repeated at intervals during the therapy 
period and the bacterial sensitivity to tetra- 
cycline hydrochloride was again established. 


Because of the reported possibility of 
overgrowth of Candida albicans in patients 
receiving prolonged therapy with broad- 
spectrum antibiotics, complement fixations 
for C. albicans § were performed before and 
at the completion of therapy.t* Where posi- 
tive complement fixations occurred or where 
symptoms suggestive of C. albicans infec- 
tions were present, cultures for this organism 
were obtained. 


Only patients with typical acne vulgaris 
were included in this study. Patients with 
other varieties of this disease such as cystic 
acne and acne rosacea were excluded. 


All patients in this program were initially 
given tetracycline hydrochloride capsules, 
0.25 gm. orally four times per day. All ad- 
junct therapy usually associated with acne 
treatment regimens, such as special diets, 
soaps, lotions, ultraviolet, etc., was discon- 
tinued if previously used and was not at any 
time used as an additive in this program. 
When pustules had disappeared and new 
pustular lesions were not observed to be 
forming, the tetracycline hydrochloride dos- 
age was reduced from 0.25 gm. four times 
per day to 0.25 gm. once or twice a day as a 
maintenance dose. 





§ C. albicans complement fixations were per- 
formed by New York University Serological Labo- 
ratory through the courtesy of Dr. C. R. Rein. 
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RESULTS 


In presenting the data compiled from this 
investigation, several features became ap- 
parent. The mathematical data accumulated 
on individual cases have been treated as a 
group. In order to establish the individual 
cases as a group, the pretherapy count of 
lesions was assigned as the patient’s 100%. 
It was thus possible to compare changes in 
individual numbers of acne lesions as a per- 
centage change from 100. From examina- 
tion of these data it was obvious that most 
of the observations represented reductions in 
acne lesions (700 observations—reduction of 
lesions ; 42 observations—increase in lesions; 
18 observations—no change in lesions). 
Therapeutic insignificance would have been 
established in these observations only if a 
majority of the figures were scattered around 
the zero or beginning point. This did not 
happen, and, on the contrary, there ap- 
peared to be a positive relationship between 
the days of therapy and results. 


Reduction of the 760 observations to com- 
posite averages at two-day intervals allows 
the data to be examined in terms of direction 
of response or lack of same (Fig. 1). This 
composite was made by averaging decreas- 
ing, increasing, and no change figures to- 
gether. Means fitted to these data result in 
an exponential type of curve. The character 
of this curve suggests that acne problems 
when treated as a group respond favorably 
in proportion to the duration of therapy up 
to about 150 days. There appears to be ap- 
proximately 50% reduction in acne lesions 
in the group at 30 days, somewhat more 
than 60% reduction at 60 days, and approxi- 
mately 75% reduction at 90 days. Saturation 
-gecurs at about 150 days, and fur- 
ther therapy beyond this point will not ma- 
terially affect the group response. It must 
be clearly understood that the application of 
such a group curve can only act as a guide 
in individual cases, as will be seen in suc- 
ceeding paragraphs. 

Inspections of individual responses to 
tetracycline therapy indicated the need for 
some subgroup classification. Six such 
groups based on the type of clinical response 
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Fig. 1.—Observations on average percentage decrease in number of lesions in relation to 4 
number of days of tetracycline therapy in 72 patients with acne vulgaris. 
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Fig. 2 (Case 15).—Typical Group I response: satisfactory reduction in number of lesions 


in 30 days of tetracycline therapy. 


could be readily established. The first two 
groups were constructed to include all pa- 
tients who had a 75% or more reduction in 
acne lesions during the period of therapy. 
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These two groups were separated from each 
other by the duration of therapy required to 
obtain the 75% reduction, Group I requiring 
30 days or less and Group II requiring more 
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Fig. 3 (Case 71).—Group II response: no appreciable improvement until after 30 days of 
tetracycline therapy. In this case there was no satisfactory improvement until after 60 days of 





treatment. 
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Fig. 4 (Case 4).—Group III response : satisfactory improvement under tetracycline therapy, 
recurrence after cessation of therapy, and regression after resumption of therapy. 





Mi 


than 30 days. The majority of patients (33) 
in this series fell into Group I; an example 
of this type of response is shown in Figure 
2, in which there was a decrease in the num- 
ber of acne lesions from 52 to 8 in 30 days. 

A significant portion of cases (21) fell 
into Group II type of clinical response, a 
fact which can become very important to the 
therapeutist as well as to the patient, when 


relatively expensive drugs are being em- 
ployed. This type of response, as shown in 
Figure 3, frequently fails to show appreciable 
improvement until after 30 days of reason- 
ably intensive tetracycline therapy. Indeed, 
in several cases, such as the one illustrated, 
satisfactory improvement occurred only after 
60 days or more of therapy had been com- 
pleted. At this point in the observations, 
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Fig. 5 (Case 42).—Group IV response: no improvement after prolonged tetracycline therapy. 
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Fig. 6 (Case 23).—Group V response: aggrava- 
tion of the disease under tetracycline therapy. 


the concept of a hormonal-bacterial etiology 
of acne must be kept in mind, and it be- 
comes possible to theorize that tetracycline 
may affect in some way yet unknown both 
arms of this etiology. 

Group III includes cases in which the 
individual patients had marked improvement 
under therapy, assumed that a cure was 
accomplished, and stopped the therapy prema- 
turely, only to find a fairly prompt recur- 
rence of acne lesions (Fig. 4). Three pa- 
tients were observed in this category. Re- 
institution of tetracycline therapy caused 
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regression of acne lesions for a second time 
in these patients. 

Six patients in this study failed to obtain 
satisfactory objective improvement on tetra- 
cycline therapy even though the therapy was 
continued for as long as four to five months 
(Group IV, Fig. 5). It is of considerable 
interest to note that the patient’s opinion of 
improvement or lack of improvement fre- 
quently failed to correlate with objective 
measurement. In this group most of the 
patients stated that they thought their acne 
had improved under this therapy. This con- 
ception in at least two of these cases had its 
origin in improvement of acne outside the 
counting area. This patient impression en- 
abled us to continue therapy for much longer 
time than ordinarily possible in the face of 
little or no clinical improvement. 

Group V contained only one patient whose 
acne became worse under tetracycline therapy 
(Fig. 6). The explanation for this phe- 
nomena cannot be clearly identified. The 
Staphylococcus isolated from this patient 
was relatively insensitive to tetracycline 
(62.5 y/ml.). This alone is not sufficient 
reason for disease aggravation, as it has been 
demonstrated that several patients with tetra- 
cycline-resistant bacteria had satisfactory 
clinical responses. 

Group VI includes patients whose re- 
sponses could not be classified in the above 
groups for several reasons, such as limited 
observation time and erratic clinical response, 

It was postulated prior to starting this 
research problem that identification of the 
bacterial organism involved in the disease 




















UMI 





ACNE VULGARIS—TETRACYCLINE TREATMENT 


process and determination of its in vitro 
sensitivity to tetracycline hydrochloride 
would probably enable one to predict the 
clinical result. According to expectancy, the 
principal organism isolated from the acne 
lesions of these patients was a Staphylococ- 
cus, with an occasional second bacterium. 
The distribution of the in vitro tetracycline 
sensitivity of these organisms in relation to 
the clinical response is presented in the Table. 
It can be seen that many of these organisms 
were resistant to tetracycline in vitro at 
levels which are impossible to attain in tis- 
sue fluids. In spite of this fact, satisfactory 
clinical responses were obtained more often 
than not. It is obvious, therefore, that our 
original hypothesis on the relationship of 


gression was noted with a concomitant in- 
crease in nonpustular lesions. This is as 
would be expected in the natural history of 
such lesions. The nonpustular lesions had 
marked variation in repair time. Many of 
these latter lesions had residual skin staining 
for several weeks after all acute activity had 
subsided. 

We are not in a position at this time to 
determine the long-term effect on acne of 
this program. It is recognized that acne 
therapy consists of elements other than bac- 
terial control. At the time of this writing, 
one patient who had received tetracycline 
hydrochloride for 101 days was put on a 
placebo therapy. After two weeks of placebo 
therapy there was a recurrence of acne le- 


Bacterial Sensitivity in Vitro to Tetracycline Hydrochloride in Relation to the Clinical Course of 
Acne Patients 
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antibiotic sensitivity of organisms to clinical 
results is not entirely tenable. A large num- 
ber of these patients probably should not 
have responded to treatment if antibacterial 
effect alone was involved. This is undoubt- 
edly true even if a fairly wide margin is 
allowed for the host’s participation in strictly 
an antibacterial mechanism. It must be as- 
sumed that prolonged tetracycline therapy 
might have multiple effects on human physi- 
ology and chemistry other than those com- 
monly accepted. Investigations of some of 
these possibilities are now under way in 
this clinic. 

The therapeutic response of the acne pa- 
tients in this series could not be correlated 
with the character of the beginning pathol- 
ogy, that is, pustular or nonpustular lesions. 
In most instances where pustular lesions 
were originally existent fairly prompt re- 


sions. Reinstitution of tetracycline therapy 
caused a prompt clearing of lesions for the 
second time. Thirteen patients in this series 
have been observed from one to six months 
after the cessation of tetracycline therapy, 
without recurrence. Further follow-up will 
be reported at a later date. 


TOXICITY 


There are multiple so-calied side-reactions 
from the tetracycline group of antibiotics 
reported in the literature. This current pro- 
gram offered an excellent opportunity for a 
chronic toxicity study using tetracycline in 
humans. It must be kept clearly in mind 
that the subjects in the study were for the 
most part in an excellent state of health and 
nutrition with the exception of acne. Repre- 
sented by this series are 6,383 days of tetra- 
cycline therapy, in which 4,746 gm. of 
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tetracycline hydrochloride were consumed. 
Of 72 patients in this group, 43 received 
tetracycline therapy in excess of 60 days, 
and 36 of these 43 patients received tetra- 
cycline in excess of 90 days. In only three 
patients in the entire group did symptoms 
develop of such a nature that therapy was 
discontinued. In one case, as previously dis- 
cussed, the patient’s acne became worse, and 
two patients developed persistent diarrhea— 
one after five days and the other after 
eight days of 1.0 gm. of tetracycline per day. 
Five other patients experienced transient 
diarrhea which ceased spontaneously. In one 
of these five patients the tetracycline dosage 
was reduced from 1.0 gm. per day to 0.5 gm. 
per day. Stool cultures on these patients 
were negative for pathogens. 

Of considerable interest was the develop- 
ment of 19 presumably virus infections in 
patients who had been receiving tetracycline 
for several days. Nine of these patients were 
hospitalized for observation and treatment. 
All of these patients appeared to recover in 
a routine manner even though tetracycline 
therapy was continued. It would appear that 
these infections were not materially affected 
either adversely or beneficially by the tetra- 
cycline therapy. It must be concluded that 
some of the therapeutic limitations of tetra- 
cycline have been demonstrated by these 
observations, 

The problem of development or potentia- 
tion of a C. albicans infection was of con- 
siderable importance. One case, R. B., in 
this series presented a 3+ positive Candida 
complement fixation prior to tetracycline 
therapy. This patient had a long-standing 
C. albicans vaginitis prior to therapy. She 
received 30 gm. of tetracycline over a period 
of 30 days with marked improvement in her 
acne. The vaginal infection failed to reveal 
any significant objective changes, The Can- 
dida complement fixation taken after the 
cessation of therapy was 4+. One other 
case, B. J., had a negative Candida comple- 
ment fixation at the beginning of therapy and 
2++ after 170 days of therapy during which 
she received 134 gm. of tetracycline. The 
patient was completely asymptomatic. 
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SUMMARY AND CONCLUSIONS 


Seventy-two patients have been treated 
with tetracycline hydrochloride as‘ an anti- 
bacterial agent. A method of mapping an 
area of skin is described wherein controlled 
counts of the number of acne lesions can be 
made. When treated as a group there was a 
reduction in the number of acne lesions in 
relation to the duration of therapy which 
could be expressed in an exponential type 
of curve. There was a 50% reduction in 
lesions at 30 days and 62% reduction at 
60 days. 

Seven out of seventy-two cases failed to 
improve. Six of the seven remained static 
and one patient became worse. In the pa- 
tients responding satisfactorily, two general 
types of clinical responses were observed. 
Thirty-three patients had 75% reduction in 
acne lesions in 30 days or less of tetracycline 
therapy and twenty-one had 75% response 
after more than 30 days. 

Correlation of clinical response with the 
sensitivity. of associated bacteria to tetra- 
cycline was not predictable. Satisfactory 
clinical response was obtained from the 
tetracycline therapy in 26 patients whose 
associated bacteria were insensitive to tetra- 
cycline concentrations under 15.6 y per ml. 

Seven patients in this series developed di- 
arrhea during therapy. In five of the seven 
patients the diarrhea stopped while therapy 
was continued. Therapy was discontinued in 
the remaining two because of the persistence 
and severity of symptoms. One of these two 
had an excellent result from an acne point 
of view, with complete clearing of his lesions. 

Nineteen attacks of intercurrent infections, 
presumably of viral origin, such as rubella 
and upper respiratory infections, occurred 
in patients receiving tetracycline therapy. 
These infections followed their expected nat- 
ural history even though tetracycline therapy 
was continued. It must be concluded that 
tetracycline hydrochloride had no protective 
value against this type of infection. 

One patient in this series had a vaginal 
infection at the start of therapy due to C. 
albicans. After 30 gm. of tetracycline hydro- 
chloride there was no change in-the objec- 
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tive or subjective character of this infection. 
No other infections from C. albicans could 
be identified in this series. 

Forty-three patients in this series were 
treated with tetracycline hydrochloride for a 
period from 60 days to as long as 272 days 
and consumed a total of 4,119 gm. of tetra- 
cycline hydrochloride. None of these pa- 
tients developed observable evidence of ad- 
verse reactions to tetracycline. The seven 
patients who developed diarrhea did so under 
40 days of therapy. 


The observations made in this study would 
suggest that tetracycline hydrochloride in 
vivo may have pharmacological actions other 
than its accepted antibacterial effect. 


Advice and assistance in this study were given 
by Drs. H. L. Dickison, C. H. Mann, and C. R. 
Rein. 
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Most investigators (Miescher,t Urbach 
and Gottlieb*) consider contact dermatitis 
an expression of epidermal sensitivity; yet 
it has been known for a long time that in 
many cases of contact dermatitis there are 
often found positive reactions both to patch 
tests and to intradermal tests with the same 
material. These double forms of reaction to 
soluble simple chemicals have been noted by 
many observers, such as Frei,’ Blumenthal 
and Jaffé,* Sulzberger,> Nexmand.*® Paschen 
and Sulzberger” reported tuberculin-type 
reactions to intradermal injections of an oily 
solution of ragweed oleoresin. Yet the sig- 
nificance of the dermal delayed sensitivity 
to simple chemicals has been stressed only 
by a few investigators, especially Haxthau- 
sen * and Epstein.¢ Cormia 7° stated in 1938 
that “in man the reaction of sensitivity may 
at times be elicited by both patch and intra- 
dermal tests ; for example as in arsphenamine 
dermatitis, in skin tuberculosis and in derma- 
tophytosis. The intradermal reactions are of 
the delayed cellular in contradistinction to 
the acute urticarial type.” Cormia believed 
that this combined reactivity is the exception 
rather than the rule. However, according to 
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Sulzberger > (p. 137), the association of the 
tuberculin-type with the eczematous type sen- 
sitivity is one of the commonest combinations 
of different forms of skin sensitivity. Nex- 
mand * recently stated that “although the 
epidermis must be assumed to be the main 
site for the eczematous reaction, there is 
considerable evidence that also the vascular 
connective tissue of the corium plays a role 
in the mechanism of the reaction.” 
Observations on a number of cases of 
dermatitis due to contact with nickel and 
chromates suggest that dermal delayed (tu- 
berculin-type) sensitivity plays a far more 
important role in contact dermatitis than 
heretofore assumed. This view has been 
confirmed by additional studies of dermatitis 
caused by the external application of drugs, 
and of ragweed-contact dermatitis. Dermal 
delayed sensitivity t is not merely a part of 
many cases of contact dermatitis but appar- 





tThis delayed dermal sensitivity (tuberculin- 
type sensitivity) must be distinguished from the 
immediate dermal vascular sensitization, manifested 
by immediate whealing urticarial reactions, which is 
the immunological background of urticaria, and to 
some extent of atopic dermatitis. I emphasize this 
point because contact dermatitis may at times also 
be associated with urticarial (immediate whealing) 
sensitivity; examples are sensitivity to paraphenyl- 
enediamine (R. L. Mayer 14) poison ivy (Sulz- 
berger), and “baker’s eczema” (Ziindel and 
Jentsch 15). The coexistence of epidermal and 
dermal-vascular (urticarial) sensitivity in the 
same person has been emphasized by Templeton.1¢ 
These two types of sensitivities are immunologically 
different. Their co-existence—although present in 
many of my patients—is not the principal inter- 
est of this paper, which stresses the role of epi- 
dermal and dermal delayed sensitivity in contact 
dermatitis. 
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NICKEL AND CHROMATE DERMATITIS 


ently some cases are based entirely on dermal 
sensitivity without evidence of epidermal 
sensitivity. : 

The following study concerns the role of 
dermal sensitivity in contact dermatitis. 
Investigations were made in cases of contact 
dermatitis with sensitivity to nickel and to 
chromates. 


PRESENTATION OF MATERIAL 
NicKEt-SENSITIVE CASES 

Thirty-four cases of contact dermatitis 
with nickel sensitivity were observed, 9 men 
and 25 women. These figures are in contrast 
to those of Bonnevie *” and of Gaul,’* both 
of whom found the ratio of male to female 
in nickel dermatitis 1:10. The age groups 
ranged between 31 and 60 in the males 
(average 48 years) and 11 and 70 in the 
females (average 36 years). The location 
of the dermatitis is presented in Table 1, 
and the objects causing the nickel dermatitis 
in Table 2. 

In all of these patients patch and intra- 
dermal tests with nickel sulfate were per- 
formed and observed for at least 48 hours 
or longer. Patch tests were done with a 
10% solution of nickel sulfate, intradermal 


- tests with 0.02 to 0.05 cc. of a 1: 40,000 dilu- 


tion, and in about one-half the cases also with 
0.05 cc. of a 1: 10,000 dilution. Neither con- 
centration produced any reaction in numer- 
ous controls. Correlations of the patch and 
intradermal tests are presented in Table 3. 

Table 3 shows that the majority of cases 
gave a reaction to both a patch test and an 
intradermal test. The patch tests produced 
in some instances eczematous reactions, in 
others only papular reactions with infiltra- 
tion. Intradermal tests were mostly tuber- 
culin-type papular reactions, but in some 
instances a papular or vesiculopapular derma- 
titis developed on top of them. In five 
instances patch tests only were positive and 
intradermal tests were negative ; in six other 
cases patch tests were negative and intra- 
dermal tests only were positive (first column 
of Table 3). As a rule, when tests were 
repeated within a few days or weeks, the 
reaction was stronger or appeared earlier. 


In some cases wherein the first test was 
negative or doubtful, the second test led to 
a positive result. This explains the difference 
between Columns 1 and 2 of Table 3. 

Cross sensitivity was studied especially 
to copper sulfate and potassium dichromate, 
and in a few instances also to cobalt. 


Taste 1.—Location of Dermatitis in Thirty-Four 
Nickel-Sensitive Patients 








(Several cases with multiple locations) 








Taste 2.—Excitants of Thirty-Four Nickel- 
Sensitive Cases 








(Including multiple objects) 
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TABLE 3.—Correlation of Patch and Intradermal 
Tests in Thirty-Four Nickel-Sensitive Patients 








Number of 
Patients 
Reacting 
1 2 
After After 
Test Patch Test 1.D. Test First Repeated 
No. 24-96 Hr. 24-96 Hr. Test Tests * 
p Yeas ergs ep NS Pos. Pos. 18 19 
Miisiasrstvaves Pos Doubtful 4 5 
Dearhivcntsinws Pos. Neg. 5 5 
Kyivivecsenates Neg. Pos. 6 5 
Bescitonswseees Neg. Neg. 1 0 





* Tests were repeated within a few days or weeks, but 
only in some of these cases. 


Table 4 shows that 42% of the tested 
patients also gave a positive reaction to 
copper. It also demonstrates that the rela- 
tionship between patch and intradermal tests 
in copper sensitivity resembles that in nickel 
sensitivity. Reactions to copper were usually, 
but not always, less severe than those to 
nickel, and this suggests that the primary 
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TABLE 4.—Results of Patch and Intradermal Tests 
with Ten Per Cent Copper Sulfate in Twenty-Sizx 
Nickel-Sensitive Cases 








Number of 
Patients 
Reacting 
I. D. Test After After 
Test (Delayed First Repeated 
No. Patch Test Reaction) Test Tests 
Ditch tenis Pos. Pos. 4 6 
Dc cvhivwanes Pos. Neg. 3 4 
Biixeviseesse Neg. Pos. 2 1 
Total copper-sensitive... 9 11 
Total copper-negative... 17 15 





sensitivity in these cases was due to nickel, 
a view also supported by the fact that, of 
32 patients with sensitivity to nickel and/or 
copper, just 2 were sensitive to copper only, 
being not sensitive to nickel. Experience in 
‘the metal-plating industry (Schittenhelm 
and Stockinger **) also has shown that nickel 
is a potent sensitizer, but copper is not. 

Table 5 shows the cross sensitivity be- 
tween nickel and potassium dichromate and 
cobalt. Only three patients reacted to potas- 
sium dichromate. Sensitivity to cobalt was 
found in 5 of 11 nickel-sensitive patients 
tested with cobalt. 

The association of other forms of derma- 
titis with metal dermatitis is known (Mor- 
gan *°). In my 34 cases of nickel sensitivity, 
10 suffered additionally from other eczemas 
which were considered contactant or in- 
fectious dermatitis ; 10 other patients suffered 
additionally from eruptions which appeared 
to be atopic dermatitis or lichen chronicus 
simplex. These conditions either were pres- 
ent at the time of examination, or had oc- 
curred previously,.or appeared later on. 
Since data were taken from the patient’s 
record at the time of this report, not from 


TasiE 5.—Cross Sensitivity to Potassium Dichro- 
mate and Cobalt in Nickel-Sensitive Persons 











No. Nickel- 
Sensitive 
Persons Potassium 
Tested Dichromate Cobalt Nitrate 
with Other . r A ~ 
Metals Pos. Neg. Pos. Neg. 
81 3* 28 re . 
1 cs 5* 6 





* Including one questionable reaction. 
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follow-up questionnaires, they represent a 
minimum of complications or combinations. 


CHROMATE-SENSITIVE CASES 


Eighteen cases with chromate sensitivity 
were studied. Of them, 13 were males and 
5 females. The ages ranged from 31 to 70 
among the males (average 49 years), and 
from 8 to 50 years (average 28 years) among 
the females. In contrast to the nickel group, 
males outnumbered females among the chro- 
mate-sensitive cases, which is generally the 


TABLE 6.—Location of Dermatitis in Eighteen 
Chromate-Sensitive Patients 








(Several cases with multiple locations) 
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TABLE 7.—Excitants in Eighteen Chromate-Sensi- 








tive Cases 
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TABLE 8.—Correlation of Patch and Intradermat 
Tests in Eighteen Chromate-Sensitive Patients 








Number of 
Patch Tests I. D. Tests Patients 
24-96 Hr. 24-96 Hr. Reacting 
CY BOR iio Cee Pos. 16 
Od: DOG sigsdic iia dnvsn cine ts ices Neg. 2 
CBD NOE os osc cuba rhatvensaces Pos. 0 





case in chromate sensitivity. The location. 
of the dermatitis and the excitants are pre-. 
sented in Tables 6 and 7. 


Resutts oF Patch AND INTRADERMAL TESTS 

Patch tests were performed with a 1%. 
aqueous solution and intradermal tests with. 
0.05 cc. of a 1: 100,000 dilution of potassium. 
dichromate. 

Table 8 shows that, in contrast to sensi-. 
tivity to nickel and copper, all but two chro- 
mate-sensitive patients showed both positive: 
patch and intradermal tests. 
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NICKEL AND CHROMATE DERMATITIS 


In eight of these patients patch and intra- 
dermal tests were done with nickel and cop- 
per. None reacted to these metals. 


Contact Dermatitis Dur to OTHER EXCITANTS 


In contact dermatitis from weeds (rag- 
weed), as well as from drugs (especially 
Rivanol [2-ethoxy-6,9-diaminoacridinium 
hydrochloride], methylrosaniline chloride 
[gentian violet] ), there were similar discrep- 
ancies between delayed reactions to patch 
tests and to intradermal tests. These results I 
intend to report in a later communication. 


CLINICAL AND HISTOLOGICAL APPEARANCES OF THE 
TUBERCULIN-TYPE REACTIONS IN CONTACT 
DERMATITIS 

The clinical picture of the delayed reaction 
to intradermal tests with nickel and potas- 
sium dichromate varied from purely papular 
lesions which lasted for only a few days to 
eczematoid responses which persisted for one 
to several weeks. A reaction was considered 
positive when a papule more than 5 mm. in 
diameter was present for at least 48 hours.t 
In most instances the papule was larger and 
surrounded by an erythematous halo as wide 





t Smaller papules were marked as questionable, 
especially when controls with other metals were 
completely negative. Slight redness present during 
only the day after the injection was considered a 
nonspecific, traumatic response. 





as 30 mm.; maximum reaction was usually 
reached after 48 hours. This type of reaction 
disappeared in most instances within four or 
five days. In some instances the tuberculin- 
type papule later, usually after 48 hours, be- 
came covered with small papules or turned 
into an infiltrated eczematoid lesion. 
Intradermal tests with nickel and dichro- 
mate were almost always positive within 
24 hours or earlier, even when patch tests 
were positive only after 48 hours. Occasion- 
ally an itchy papule developed at the site of 
the intradermal test only after 48 to 72 hours. 


HIstoLocy 


The histological picture of the intradermal 
tests varied considerably.§ The corium 
showed edema and a spotty, yet dense 
perivascular infiltrate (Fig. 1). This infil- 
trate consisted mainly of lymphocytes; 
some leucocytes and eosinophiles were also 
found. In more pronounced reactions the 
infiltrate was very heavy. In later stages, 
sometimes after 48 hours, the infiltrate was 
purely lymphocytic and suggested leukemia. 
This apparently may also occur in sections 
of delayed microbic reaction (Weidman *). 





§ Dr. Hermann Pinkus sectioned and interpreted 
my biopsy specimens and provided the Kodachrome 
prints for the presentation, and some of the micro- 
photographs (Figs. 4 to 7). 


Fig. 1—Intradermal test 
with nickel sulfate. Biopsy 
specimen taken after 36 
hours. Note dense perivascu- 
lar infiltrate of the corium 
(X 70). 











One biopsy specimen taken on the seventh 
day from an intradermal test site (Fig. 7) 
suggested a lymphoblastoma. 

The epidermis was normal in most in- 
stances, or showed only minor secondary 
changes. However, nearly all biopsies were 
made within 36 to 72 hours after the intra- 
dermal tests; theréfore, late epidermal 
changes may have escaped my observation. 


Biopsy: sections of intradermal. test: sites. 


taken at various ‘time intervals:are presented 
in the accompanying pictures. 


Fig. 3.—Intradermal test 
with potassium dichromate. 
Biopsy specimen taken after 
60 hours. Extensive lympho- 
cytic infiltration (X 45). 
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Fig. 2.—Intradermal test 
with nickel sulfate. Biopsy 
specimen taken after 48 
hours. Clinically only small 
papular lesion (x 70). 


Biopsy After 36 Hours (Case 1).—Intra- 
dermal injection of nickel sulfate (0.02 cc. 
of a 1: 40,000 dilution) after 24 hours pro- 
duced a papular tuberculin-type reaction of 
22 mm. diameter surrounded by a halo 30 
mm, in diameter; after 36 hours there was 
an inflammatory lesion with a demarcated 
center of 12 mm. diameter. The biopsy 

» ¢Fig.1) showed mostly a normal epidermis. 
There were edema and slight cellular infiltra- 
tionof.the papillary layer, and dense peri- 
vascular infiltrates of the corium. 
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Fig. 4—Same as Fig- 
ure 3. Higher magnifica- 
tion of infiltrate around 
hair follicle (reduced 1% 
from mag. X 180). 


Biopsy After 48 Hours (Case 2).—An 
intradermal test with nickel (0.02 cc. of 
1: 40,000 dilution) produced a nodule about 
5 mm. in diameter after 24 hours; it was 
about the same after 48 hours when a biopsy 
was done. Microscopic examination (Fig. 2) 
showed a dense leucocytic infiltrate in the 
upper corium simulating a small abscess or 
circumscribed cellulitis. Surrounding this 
area there was a fairly pronounced infiltrate 
of mononuclear cells. The epidermis above 
this area was somewhat acanthotic and con- 
tained fairly numerous mitoses. 








Biopsy After 60 Hours (Case 3).—An 
intradermal test with potassium dichromate 
produced a purely tuberculin-type reaction 
with severe edema; even after 60 hours no 
eczematous reaction was present. 

Histological Findings (Fig. 3): The epi- 
dermis was practically normal. The corium 
showed an extensive lymphocytic infiltrate 
around small blood vessels, which extended 
from the superficial to the deepest layers 
and was most pronounced in the midcorium 
and around some hair follicles. The latter 
(Fig. 4) showed an edematous epithelium 


Fig. 5.—Patch test with 
potassium dichromate per- 
formed on same patient as 
Figure 3. ‘Note dense infil- 
trate in corium (XX 45). 
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and were invaded by mononuclear cells, 
partly lymphocytes, partly somewhat larger 
cells. There were practically no polymorpho- 
nuclear cells and no eosinophiles. 

A biopsy section from the site of a patch 
test with potassium dichromate performed on 
the same patient, after 60 hours showed the 
following (Fig. 5): The epidermis was 
slightly thickened and edematous, and pre- 
sented several intraepidermal spongiotic vesi- 
cles which mostly had been shed in the form 


Fig. 7—Eczematous reac- 
tion, six days after intra- 
dermal test with potassium 
dichromate (X 70). Note re- 
semblance to lymphoblas- 
toma. 
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_ Fig. 6—Same as Fig- 
ure 5, higher magnification 
(x 180). Note eosinophiles 
in infiltrate. 


of crusts consisting of serum and poly- 
morphonuclear and parakeratotic cells. Prac- 
tically all of these vesicles were “periporal,” 
that means a sweat duct passed through them, 
or close by. There was a pronounced edema 
of the most superficial layer of the corium, 
in a few places amounting almost to sub- 
epidermal vesiculation (bullous edema) with 
accumulation of eosinophiles (Fig. 6). The 
corium showed pronounced perivascular 
lymphocytic infiltrates, very similar to the 
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intradermal test but not quite as heavy and 
somewhat more superficial. Another differ- 
ence between the biopsy section from the 
site of the patch test and that from the site 
of the intradermal test was that in the former 
the lumens of dilated vessels contained poly- 
morphonuclear cells and eosinophiles and 
that some eosinophiles also were present 
among the lymphocytic infiltrate. 

Dr. Hermann Pinkus interpreted these 
changes as follows: The intradermal test 
presents a purely vascular and perivascular 
reaction, except for changes in the epithelium 
of hair follicles where these run through the 
zone of reaction. In the patch test the sweat 
pores seem to have acted as ports of entrance 
for the chemical, with resulting acute edema 
of the epidermis. But at the same time 
the most superficial corium reacted with pro- 
nounced edema, and there was almost as 
widespread vascular and perivascular re- 
action as in the intradermal test. The absence 
of more generalized edema, acanthosis, and 
spongiosis in the epidermis probably is an 
expression that the epidermis was not sensi- 
tized to such a high degree as is found in 
common contact dermatitis. 

Biopsy After Six Days—An intradermal 
test with potassium dichromate (0.05 cc. of 
a 1:100,000 dilution) produced a slight 
urticarial swelling 24 mm. in diameter after 
24 hours. After 48 hours a mild papular 
reaction was noted, 25 mm. in diameter with 
a few papules beyond. After six days a 
bright red dermatitis was present, measuring 
23 by 25 mm., with a pseudopod-like exten- 
sion. A biopsy section taken at that time 
showed (Fig. 7) a strictly perivascular, 
densely packed infiltrate in the papillae, the 
subpapillary layer, and the middle corium. 
The epidermis was almost normal, but was 
invaded by the same type of cell, a large 
lymphocyte or similar mononuclear type. 
There were occasional very large hyper- 
chromatic nuclei.. The similarity of this 
reaction to what one might see in lympho- 
blastoma was strong. 


COMMENTS || 
SpecIFIcITY OF PATCH AND INTRADERMAL TESTS TO 
METALS 

The specificity of positive patch and intra- 
dermal tests with metals in_my cases is 
especially evident in those nickel-sensitive 
cases where it was possible (Table -2) to 
correlate the positive reactions with contacts 
with metallic objects. Furthermore, positively 
reacting persons again showed a_ positive 
reaction when the patch and/or intradermal 
tests were repeated; frequently the second 
test produced a severer reaction, and in some 
instances the reaction would appear sooner 
and last longer. This specific type of sensi- 
tivity to heavy metals should not be confused 
with the “papulopustular” reactions often 
found in atopic individuals when tests with 
heavy metals are applied, especially nickel, 
copper, cobalt, and chromate. Steiner ** prob- 
ably was the first to call attention to the 
frequent positive reactions to patch tests with 
heavy metals in atopic dermatitis. Nine out 
of his thirteen patients with atopic dermatitis, 
tested with nickel sulfate, gave a positive 
reaction. Of these he considered three spe- 
cific, two of “doubtful specificity,” and four 
nonspecific. As Sulzberger * and others have 
shown, this nonspecific reaction to heavy 
metals is different from allergic eczematous 
hypersensitivity. It probably is a nonallergic 
primary irritation. These reactions, clinically 





|| Two limitations of this study require emphasis : 
1. The results reported apply only to the concen- 
trations used in my tests; they might have been 
somewhat different if I had used for the intradermal 
testing of nickel and copper stronger concentrations 
than 1:10,000. It is possible that a 1:1,000 con- 
centration for intradermal tests would have evoked 
positive reactions in some patients with positive 
patch tests who failed to react to the 1:10,000 
dilution. But this is not the point. I wanted to 
show the independence of the epidermal and dermal 
sensitivity, which was better demonstrated by 
using weaker concentrations. 2. My material as 
regards nickel sensitivity is biased in that respect 
that wherever the causative contact was found, it 
was with metallic objects, and not with solutions 
as in the case of nickel plating. This probably 
accounts for the preponderance of localized derma- 
titis in my material, and also for the absence of 
acute dermatitis among my nickel-sensitive cases. 
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and histologically, are different from the 
patch test reactions to nickel as seen in 
nickel-sensitive patients. Furthermore, in 
my experience, these papulopustular reac- 
tions to heavy materials in atopic dermatitis 
cannot always be reproduced by repetition 
of the tests. Becker ** apparently did. not 
distinguish between this toxic reaction and 
reactions due to sensitivity. 
EPIDERMAL AND DERMAL DELAYED SENSITIVITY 
Table 9 indicates the main forms of skin 
sensitivity associated with the various forms 
of dermatitis. In former years a strict dis- 
tinction was made by most dermatologists 
between eczematous (epidermal or epithelial) 
sensitivity and tuberculin-type (dermal de- 
layed) sensitivity. Present evidence (Ep- 
stein,f Kallos **) indicates that these two 


TasLe 9.—Forms of Skin Sensitivity Connected 
with Dermatitis 











I II 
Immediate Delayed Inflammatory 
Whealing _ A ~ 
A B 
Dermal 
Epidermal Delayed 
Synonyms Synonyms Synonyms 
Atopie Eezematous — 
ype 
Anaphylactic Contact type Bacterial 
Urticarial Vesicular Papular 
Dermal-vascular rmal- 
nonatopic 





forms of sensitivity. are immunologically 
identical except for the shock organ, which 
in the first case is most likely the epidermis 
and in the second case the dermis. In this 
presentation I shall use the terms “epi- 
dermal” and “dermal’’ sensitivity to distin- 
guish these two forms of delayed sensitivity 
in contact dermatitis.# 





f' References 11 and 12. 

#I realize that the epidermal origin of the 
eczematous contact type reaction has not been 
proved, although most investigators seem to assume 
it. Sulzberger repeatedly emphasized that the epi- 
dermis is rather the “principal seat of reaction” in 
contact dermatitis, but not necessarily the “shock 
organ.” Charpy ”¢ claims that the epidermal changes 
are secondary, because his serial investigations 
again showed that vascular changes were present 
first. However, as Pinkus 27 and others have pointed 
out, this does not necessarily exclude the epidermis 
as the shock organ. One might assume that “epi- 
dermal damage is primary after all, but does not 
become visible under the microscope before sub- 
stances liberated from the epidermis have lead to 
vascular reaction in the corium.” 
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Contact dermatitis (from penicillin) based 
solely on dermal delayed (tuberculin-type) 
sensitivity has been reported by Epstein and 
Pinkus.”> The existence of dermal delayed 
sensitivity in nickel contact dermatitis ap- 
pears well established in my cases. Those 
persons who reacted to intradermal tests 
only, apparently represent instances of exclu- 
sive dermal delayed sensitivity, whereas 
those who reacted both to intradermal and 
patch tests may also present epidermal sensi- 
tivity. But one cannot simply correlate a 
positive patch test with epidermal sensitivity, 
not even if patch tests alone are positive. 
Epidermal sensitivity exclusively can only 
be proved in cases where intradermal tests 
performed with nearly the same concentra- 
tion as the patch tests fail to produce a 
reaction. Such instances have been reported ; 
Blumenthal and Jaffé* compared patch and 
intradermal tests with equal concentrations 
in sensitivity to p-phenylenediamine, mer- 
cury bichloride, etc. Patch tests with even 
weak concentrations produced severe eczem- 
atous reactions, whereas intradermal tests 
with the same concentrations were negative. 
These cases of contact dermatitis represent 
epidermal sensitivity. Of course histological 
demonstration of major epidermal changes 
with only minor secondary dermal infiltra- 
tion also could prove that in these cases one 
is dealing with epidermal sensitivity only. 
I want to emphasize that a positive patch 
test may represent dermal sensitivity only, 
elicited by transepidermal absorption. This 
apparently is the explanation for the great 
majority of positive tuberculin patch tests 
as elicited by the Vollmer technique. The 
same seems to apply to trichophytin patch 
tests. Sulzberger and Lewis ** first described 
these reactions; Bonnevie ‘7 confirmed their 
results, but found that positive patch tests 
to trichophytin could be elicited only in those 
cases where intradermal tests were strongly 
positive. Bonnevie considers the papulo- 
vesicular patch tests to trichophytin as due 
to primary dermal delayed sensitivity with 
secondary epidermal changes. 
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In contact dermatitis also, a patch test 
may produce only a tuberculin-type response 
without epidermal changes. I have recently 
made such an observation with iodochlor- 
hydroxyquin (Vioform) (Fig. 8). The patch 
tests in my nickel-sensitive cases occasionally 
also produced an infiltrated papular reaction, 
indicating that at least some of them are due 
to dermal and not to epidermal sensitivity. 

That these two forms of sensitivity indi- 
cate different shock organs is indicated by 
the fact that patch tests and intradermal 
tests do not always parallel each other 
(Haxthausen,® Blumenthal and Jaffé +). The 
role of the individual disposition seems dem- 





onstrated by nickel contact dermatitis where, 
with the same form of exposure, some indi- 
viduals developed only epidermal, and others 
only dermal, sensitivity. However, the chemi- 
cal nature of the sensitizing substance also 
seems to be a determining factor whether 
epidermal or dermal delayed sensitivity 
occurs. It is known that some chemicals are 
more likely to produce epidermal and others 
dermal sensitivity. Haxthausen® reviewed 
the literature on this topic. lodoform usually 
produces only superficial epidermal sensi- 
tivity, whereas arsphenamine, as a rule, pro- 
duces dermal sensitivity (Frei,? Frei and 
Mayer,?® Cormia**). The specific faculty 
of certain drugs to produce different clinical 


lesions on patch tests is especially clear in 
Sulzberger and Wise’s *° cases of sensitivity 
to butamben (Butesin) picrate. 

In many instances of localized contact 
dermatitis it has been claimed that there 
exists sensitivity only at the site of the 
eczema, or of a previous dermatitis, without 
general sensitivity. This claim has been 
substantiated by the observation that patch 
tests on normal skin were negative, and the 
positive responses could be elicited only on 
previously diseased sites. Such reports in 
regard to sensitivity to nickel have been made 
by Schittenhelm and Stockinger’*® and 
Cormia and Stewart.*' 


Fig. 8.—Patch test with io- 
dochlorhydroxyquin produc- 
ing tuberculin-type reaction. 
Biopsy specimen taken after 
48 hours (x 70). 


My studies showed that in all but one of 
my cases of localized nickel dermatitis, tests 
on normal skin were positive. However, in 
several instances only intradermal tests were 
positive. Even in the one case where both 
patch and intradermal tests were negative 
at the time of the first testing, the intra- 
dermal test was positive when the tests were 
repeated. In my studies also, patch tests 
with nickel on normal skin were negative 
in several instances of proved nickel sensi- 
tivity ; however, intradermal tests with nickel 
were positive in these cases (Table 3, 
Column 2). These experiences suggest that 
purely localized sensitivity apparently is 
much less frequent than previously assumed. 
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Only those cases can be accepted as instances 
of purely localized dermatitis where both 
patch and intradermal tests with proper con- 
centrations are negative. 

The concept of localized sensitivity must 
be reevaluated. Even in the presence of 
generalized sensitivity, increased local sensi- 
tivity at the primary site of contact often 
exists. This may explain why a contact 
dermatitis such as that from nickel, as well 
as that from nail polish or rubber (garters, 
elastic of underwear), may occur only on 
certain sites of contact with the causative 
chemical. I have observed such cases in 
nickel contact dermatitis, where the derma- 
titis from nickel-containing garters occurred 
only on one leg. However, as some of these 
cases are due solely to dermal delayed sensi- 
_ tivity, factors which increase the transepi- 
dermal penetration and absorption, such as 
friction and sweating, probably are responsi- 
ble for these peculiarities of location. One of 
my patients with nickel dermatitis developed 
a dermatitis only behind the left ear. In 
this case the bow of the glasses on the left 
side was bent more than on the right, and the 
ensuing friction apparently was responsible 
for the development of the eczema in that 
location. 


PecuLiarities oF Nicket Contact DerMATITIS 


Nickel contact dermatitis presents some 
clinical peculiarities; it usually is a papu- 
lar or papulovesicular dermatitis, not a bul- 
lous contact dermatitis. The early cases of 
nickel dermatitis in nickel-plating workers 
(Blaschko,* Schittenhelm, and  Stock- 
inger**) were reported as “nickel itch” 
(Nickelkratze), not as nickel dermatitis, 
because of their resemblance to  scabetic 
lesions. In many instances nickel dermatitis 
from metallic objects produces prurigo-like 
papules, or lichenified lesions which resemble 
atopic dermatitis much more than contact 
dermatitis. Furthermore, as Bonnevie *" first 
reported, nickel contact dermatitis may pro- 
duce additional lesions at sites distant from 
the contact with nickel, such as the neck, 





* Blaschko, cited by Schittenhelm and Stock- 
inger. 19 
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the antecubital areas, or legs. Bonnevie con- 
sidered these lesions as “metastatic eczema.” 
The following observation of mine demon- 
strates this sequence. The patient was sensi- 
tive to nickel as demonstrated by positive 
patch and intradermal tests. She developed 
a patch of dermatitis resembling lichen sim- 
plex chronicus at the site where the metallic 
lock of a wrist watch contacted the wrist; 
however, as Figure 10 shows, the derma- 
titis covered an area far beyond the direct 
contact. The same patient also developed 





Fig. 9.—Lichen-simplex-lixe lesions on wrist at 
and around site of contact with metal containing 
lock of watch band. 


a papular dermatitis on her ring finger; 
here too, the eruption spread beyond the 
area of direct contact with the ring; a 
few papular lesions also occurred on other 
fingers. There is no adequate explanation of 
this phenomenon. Becker ?* made similar 
observations; however, he did not consider 
his cases instances of true nickel sensitivity, 
but thought them to be cases of atopic 
dermatitis. Becker regarded the positive 
patch test reactions to nickel as an expression 
of dermal rather than epidermal sensitivity. 
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This assumption, in Becker’s opinion, could 
explain the occurrence of such a positive test 
in persons with functional dermatitis, and 
a patient with such a reaction could con- 
tinue to have functional dermatitis even after 
he had discontinued contact with the metal. 
I tend to agree with Becker that these pa- 
tients have also atopic dermatitis ; but in my 
observations the clinical significance of the 
nickel tests was definitely established. Fur- 
thermore, it is impossible to exclude contact 
with nickel absolutely because there may be 
hidden exposures. Kroepfli and Schuppli ** 
recently reported that a certain synthetic 
detergent contained traces of nickel and that 


Fig. 10.—Same patient 
as Figure 9. “Metastatic” 
nickel eczema on finger, 
spreading beyond contact 
with ring and other fin- 
gers. 


most of the patients sensitive to this partic- 
ular detergent also gave positive patch tests 
to nickel sulfate. Among Morgan’s *° nickel- 
sensitive patients, six continued to suffer 


from contact dermatitis although they avoided 


contact with nickel. These six patients were 
housewives and suffered from eczema from 
detergents. 

Nickel Contact Dermatitis and Atopic 
Dermatitis—From the observations men- 
tioned above, it appears that nickel contact 
dermatitis commonly occurs in atopic indi- 
viduals. Of Steiner’s** 13 patients with 
atopic dermatitis, 4 definitely, and perhaps 
2 more, showed a specific sensitivity to nickel 
which was supported by a history of previous 


occupational contact with nickel. In 10 of 
my 34 patients with nickel sensitivity I ob- 
served signs of atopic dermatitis as well, 
either at the same or at a different time. 
These 10 patients had atopic dermatitis in 
sites where there was no apparent contact 
with nickel. Goldman’s ** two cases of nickel 
dermatitis had a history of allergic disorders, 
urticaria and hay fever respectively, and so 
did Stewart’s ** patient. What the relation- 
ship between nickel contact dermatitis and 
atopic dermatitis may be is not known. Two 
recent experiences of mine suggest that 
perhaps the nonallergic, papulopustular reac- 
tion to heavy metals in individuals with 





atopic dermatitis may in some instances lead 
to true allergic sensitivity. 


PECULIARITIES OF CHROMATE SENSITIVITY 


For many years chromate sensitivity was 
recognized as a factor in occupational der- 
matitis, for instance in masons (Schreuss, 
Bonnevie '?), and in housewives’ eczema. 
However, the sensitizing contacts remained 
obscure until only a few years ago. Rabeau 
and Ukrainezyk,** reporting cases of eczema 
of the hands in washerwomen with sensitivity 
to dichromate, found that the “eau de Javelle” 
used by these women contained as coloring 
and stabilizing agent, potassium dichromate 
in a 0.005% concentration. Jaeger and 
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Pelloni ** showed that most cements contain 
traces of chromates, and that this probably 
accounts for the chromate sensitivity of 
cement workers and masons. Their findings 
have been confirmed by numerous others 
(Spier and Natzel,*’ Polano,** Pirila,*° 
Denton, Keenan, and Birmingham *°). Hilt * 
and Walsh *? recently reviewed the present 
status of chromate sensitivity. 

In my 18 cases of chromate sensitivity 
contact with chromates could be proved in 
only 7 instances. Most of my cases were 
observed. before the relationship between 
chromate sensitivity and cement was estab- 
lished. Apparently there are still more hidden 
contactants which can produce chromate 
sensitivity. Three of my cases of chromate 
sensitivity reported above, showed allergic 
sensitivity to soaps. I do not have a satis- 
‘factory explanation for this observation ; but 
in former years (1941-1945) I often found 
soap sensitivity combined with sensitivity to 
potassium dichromate, as manifested by posi- 
tive patch tests in 9 out of 16 cases. Soap 
manufacturers at that time assured me that 
chromates are not used in the manufacture 
of soaps, nor were they present in the finished 
product. Bonnevie** had noted sensitivity 
to perborate detergents combined with chro- 
mate sensitivity, but could not explain the 
combination either. However, Kroepfli and 
Schuppli * recently have shown that chro- 
mate sensitivity in housewives may be en- 
gendered by contact with synthetic detergents 
which contain traces of dichromate. A few 
of their patients also gave positive reactions 
to soaps. 

Chromate contact dermatitis usually is a 
very resistant and chronic process ; it is often 
patchy in distribution (Walsh **). The der- 
matitis may continue long after contact with 
chromates has been eliminated. In some 
instances infectious eczemas are superim- 
posed (Pirila *®). In other cases the classic 
signs of atopic dermatitis seem to develop. 
Hall ** reported cases of chromate contact 
dermatitis which assumed nummular forms. 
One can only conclude that persons with a 
severe dermal type of sensitivity, such as 
was present in all my resistant cases of chro- 
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mate dermatitis, present a variety of clinical 
forms of eczema. 


Cross SENSITIVITY 


Cross sensitivity between nickel and cop- 
per has been presented in a separate paper.** 
As far as I know, this cross sensitivity has 
not been reported previously. Simultaneous 
sensitivity to nickel and copper was present 
in 12 out of 30 nickel-sensitive patients. 
Whether this is a coincidence or—as I 
believe—true cross sensitivity cannot be 
decided by clinical observations. Obviously 
human beings are exposed so commonly to 
nickel and copper contacts that independent 
but simultaneous sensitivities cannot be ex- 
cluded. In the periodic system of elements, 
copper belongs to a different group from 
cobalt and nickel. Yet, according to modern 
chemical concepts, divalent copper actually 
belongs to the same “transitional” group as 
nickel and cobalt. 


PrAcTICAL VALUE OF INTRADERMAL TESTING IN 
-Contact DERMATITIS 

Intradermal testing with suitable extracts 
in cases of suspected contact dermatitis prob- 
ably would reveal positive reactions and 
demonstrate specific sensitivity in a number 
of cases, especially of localized contact der- 
matitis, where patch tests are negative. This 
would be of help in deciding the causative 
factor in some cases of occupational derma- 
titis, It also would be helpful in elucidating 
cases of external dermatitis from drugs 
wherein patch tests are negative in the face 
of a suggestive history. Yet on the basis of 
existing evidence such a procedure cannot 
be recommended as practical because of the 
possibility of provoking sensitization. Except 
one instance of an urticarial sensitivity to 
nickel, developing in a patient with atopic 
dermatitis, I have not observed a case of 
active sensitization from skin tests in my 
patients. However, my material is small, and 
the tests were carried out with weak con- 
centrations, usually with chemicals not likely 
to be used internally. I have, however, sen- 
sitized myself by single or by multiple simul- 
taneous injections to penicillin, gold, and 
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sulfanilamide plus light. Judging by animal 
experiments, it appears easier to sensitize 
guinea pigs by intradermal injection than by 
epidermal application. Studies in arsphena- 
mine dermatitis showed that human beings 
may be sensitized by a single intradermal 
injection. Blumenthal and Jaffé* produced 
more general reactions and flare-ups in con- 
tact dermatitis with intradermal tests than 
with patch tests. So it appears that the risk 
of sensitizing by intradermal tests may be 
greater than by patch tests. Of course the 
concentration needed in sensitizing animals 
is generally much stronger than is needed to 
elicit positive reactions in sensitized persons, 
and so were the concentrations used by 
Blumenthal and Jaffé. On the other hand, 
myriads of intradermal injections of simple 
chemicals have been given unwittingly in the 
course of intradermal desensitization and 
testing with protein extracts, because the 
diluents used for most of such extracts con- 
tain mercurial or phenolic antiseptics. Yet 
sensitization to these chemicals following 
such precedures appears to be a rare event. 
Perhaps when carried out with the proper 
dilutions, intradermal testing with simple 
chemicals may not be more risky than patch 
testing. Until that matter has been settled, 
routine intradermal testing with simple 
chemicals cannot be recommended. 


DESENSITIZATION ; 

If dermal sensitivity plays as much of a 
role in contact dermatitis as I believe it does, 
then desensitization in contact dermatitis may 
be reconsidered. This procedure was tried 
years ago with more or less success in 
numerous individual cases ; except for plant 
oleoresins, desensitization in contact derma- 
titis has not become an accepted method. In 
dermal delayed (tuberculin-type) sensitivity, 
desensitization, for instance to trichophytin, 
has been successful. Experimentally, Wal- 
thard ** was able to desensitize his nickel- 
sensitive guinea pigs by subcutaneous injec- 
tions. Urbach and Gottlieb ** “de-allergized” 
highly nickel-sensitive workers. I have not 
attempted desensitization in nickel-sensitive 
patients because elimination of the contact 


was simpler and safer. Yet there are cases 
of contact dermatitis wherein desensitization 
appears desirable. Hilt ** recently has again 
tried desensitization in chromate dermatitis. 


PREVENTION OF NICKEL DERMATITIS 


Attempts to inactivate chemically the 
sensitizing metallic ions in metal-sensitive 
patients (Rajka and Vincze *’) were not 
practical until the use of chelating agents 
by Kurtin and Orentreich **; according to 
these authors application of an ointment con- 
taining a chelating agent such as edathamil 
disodium (Sequestrene) prevents nickel con- 
tact dermatitis if the ointment is applied 
every four hours. I have no experience with 
this method. Two of my patients with nickel 
sensitivity due to metal wrist watches, pre- 
vented further outbreaks by simply applying 
colorless nail polish to the under side of 
the watch. 

CONCLUSIONS 


The recognition of dermal delayed (tuber- 
culin-type) sensitivity in contact dermatitis 
seems to be of more theoretical than practical 
interest. It appears that the skin has a double 
allergic coat, one located in the epithelium, 
the other in the corium, more or less inde- 
pendent of each other. In contact dermatitis 
both may be affected, or only either one. 
This dermal sensitivity may partially explain 
the prolonged course of certain cases of con- 
tact dermatitis from metals, as well as in 
ragweed dermatitis or arsphenamine derma- 
titis. Dermal sensitivity may also help to 
explain certain features of localized derma- 
titis, and the phenomenon of so-called local- 
ized sensitivity. 

SUMMARY 

Dermal delayed (tuberculin-type) sensi- 
tivity in contact dermatitis is demonstrated 
in cases of contact dermatitis from nickel and 
chromates as a phenomenon of theoretical 
and also some practical importance. 

The microscopic picture of dermal delayed 
sensitivity reactions is described. 

Cases are presented exhibiting contact der- 
matitis with reactivity to intradermal injec- 
tions of metals but without reactivity to 
patch tests, which proves that some cases of 
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contact dermatitis are based solely on dermal 
delayed sensitivity. 

Cross sensitivity between nickel and cop- 
per is reported. 


ABSTRACT OF DISCUSSION 


Dr. Grorce H. Curtis, Cleveland: Dr. Epstein 
is to be congratulated on his extensive investiga- 
tion into the problem of dermatitis caused by 
metals. At present a great deal of experimentation 
in eczematization with organic compounds is going 
on, while relatively little work is being done with 
the metals. In his paper four points are emphasized. 

First, cutaneous allergic sensitizations consist of 
two principal types, the immediate anaphylactic, or 
atopic type, and the delayed or inflammatory type. 
The delayed inflammatory type includes dermal 
delayed and eczematous sensitivity. The author 
points out that the essential difference between the 
two forms of delayed sensitivity lies in the shock 
tissues, and the dermal tissues as shock tissue and 
‘epidermis:as shock tissue may be isoenergetic in 
contact dermatitis. The independence of the two 
shock tissues is demonstrated by the positive intra- 
dermal reactions and negative reactions to patch 
tests in some of the individuals who manifest local 
contact dermatitis to nickel. The evidence is not 
as clear-cut in chromate dermatitis since in none 
of these were positive intradermal reactions and 
negative patch test reactions obtained. The evi- 
dence is further enhanced by the fact that the only 
histologic changes following intradermal injection 
were in the dermis. To me this implies a type of 
contact dermatitis in which the chemical, which is 
in this case nickel, reaches the dermis by transepi- 
dermal penetration without entering into conjuga- 
tion with any allergenic components of the epi- 
dermocutis. In the dermis the hapten or completed 
antigen reacts with the antibody or the adapted 
enzyme system in the cells. The antigen neither 
directly nor indirectly interferes with the epidermal 
cells. The only change in the epidermis that is seen 
is histologic acanthosis. When these findings are 
confirmed and also demonstrated with allergens 
other than metals, it may be necessary to subdivide 
contact dermatitis into eczematous and dermal types. 

The second point is the development of cross 
sensitivity to certain metals. Rostenberg and 
Perkins (J. Allergy 22:466-474, 1952) from the 
literature collected 23 cases of nickel sensitivity in 
12 of which positive tests to nickel and cobalt were 
obtained in the same person. They added one of 
their own. They were at a loss to explain why cross 
sensitivity to chromium, copper, and platinum does 
not occur, since they showed that these metals and 
nickel and cobalt form coordination compounds 
through the same linkage groups of proteins. Dr. 
Epstein has added copper and possibly chromium to 
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this group of cross sensitizations. A possible fal- 
lacy, consistently mentioned by most investigators, 
is that these metals are usually in the form of 
alloyed ornaments and other metal objects in con- 
tact with the skin. 

The third point is that 10 of the 34 nickel-sensi- 
tive patients had atopic dermatitis, which may be 
more significant than coincidental. They fall well 
within the age groups in which many metallic 
objects are applied to the skin. The fact that the 
dermatitis was located in areas apart from those 
of atopic dermatitis seems to indicate acquired 
sensitivity to nickel rather than any relationship 
to the atopy. 

The fourth point is that diagnosis and hypo- 
sensitization in contact dermatitis by intradermal 
techniques should be reconsidered in view of the 
fact that dermal delayed sensitivity occurs in con- 
tact dermatitis. When one considers the lists of 
irritants already published and that in all prob- 
ability the concentrations suitable for intradermal 
testing will have to be determined in animals, and 
that systemic reactions and scars are more likely 
to occur than in patch testing, diagnosis and ther- 
apy by intradermal technics may be a formidable 
undertaking. However, it could well be that should 
dermal delayed sensitivity in contact dermatitis 
become well recognized, intracutaneous procedures 
in contact dermatitis may eventually become well 
established. 


Dr. Wiit1AM B. Guy, Pittsburgh: I, too, think 
that this is no small matter. It is of practical, 
everyday importance, particularly as it deals with 
the apparently peculiar reaction of the atopic skin 
to metals. 

This was brought out, I believe, by Dr. Sulz- 
berger originally concerning reactions to nickel in 
the atopic person. : 

The prolonged and recalcitrant nature of chro- 
mate dermatitis is the thing that particularly inter- 
ests me. Dr. Becker, I believe, brought out the 
possibility that this chronicity might be due to 
the setting up of what he calls a neurodermatitis. 
The cases of prolonged chromate dermatitis that 
I have seen looked like atopic eczema to me. It 
hardly seems possible that exposure to chromates 
can set up an atopic dermatitis, but it might be that 
atopic individuals have a peculiar susceptibility to 
contact dermatitis with chromates, and the ensuing 
recalcitrant dermatitis is simply an atopic derma- 
titis that has lapsed into a chronic phase. 


Dr. HerMANN Prnxus, Monroe, Mich.: The 
work presented by Dr. Epstein, which he has pur- 
sued over 15 years now, has become quite intriguing 
to me, in the position of an interested bystander. 
Dr. Epstein sent me his biopsy sections for inter- 
pretation, usually without clinical information, and 
I confess that the histologic changes were quite 
confusing at times, even to the point where I re- 
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ported one of the intradermal dichromate tests as 
a lymphoblastoma. Therefore, I would like to 
comment in a few words on the microscopic picture 
in the sections. 

The striking feature, in my opinion, is the prev- 
alence of mesodermal over ,epidermal changes, as 
Dr. Epstein has said. One might expect that in 
intradermal tests, but even in patch tests, one often 
has to hunt for the epidermal changes, while the 
perivascular infiltrate is as pronounced in the patch 
tests as it is in intradermal tests. 

[Slide] This first slide, of a 60-hour reaction to 
a patch test with potassium dichromate, illustrates 
the point. There is mild acanthosis and an occa- 
sional spongiotic vesicle, but’ certainly not the 
epidermal reaction that one expects in acute contact 
dermatitis. On the other hand, there is this heavy 
perivascular infiltrate that occupies not so much 
the papillary layer of the corium, but the pars 
reticularis. 

[Slide] A high-power view of a section stained 
with orcein and Giemsa solutions shows a high 
degree of subepidermal edema and accumulations 
of eosinophiles. The perivascular infiltrate consists 
entirely of mononuclear cells, mainly lymphocytes, 
but also larger round cells and some histiocytes. 

[Slide] The last slide, taken from the site of 
the intradermal test of the same case, shows to 
better advantage the character of this infiltrate. 
Please note that polymorphonuclear cells are entire- 
ly absent, even among the cells invading the sheath 
of the hair follicle: In this slide, even eosinophiles 
are very scarce. 

These pictures were seen again and again in Dr. 
Epstein’s biopsies. It seems that in these cases of 
contact sensitization to metals, the epidermis reacts 
much less than the corium, and in the latter, there 
is a reticuloendothelial response which at times can 
be mistaken for a proliferative rather than an in- 
flammatory process. 

I believe that Dr. Epstein has called our attention 
not to a petty difference but to a series of phe- 
nomena of considerable diagnostic and pathogenetic 
importance. 

Dr. Witey M. Sams, Miami, Fla.: I wish to 
compliment Dr. Epstein on his presentation, which 
broadens, so to speak, the morphologic picture of 
contact dermatitis, and for his delineation of dermal 
contact sensitivity. 

All too frequently we think only of the conven- 
tional picture of contact epidermal sensitivity and 
we overlook these less often recognized patterns of 
response. Differences in the response of the atopic 
patient to contact exposure that may exist should 
be recognized and, where possible, the factor of 
isomorphic response should be differentiated from 
primary irritation and from contact dermatitis of 
both epidermal and dermal sensitivity. 


I have had the opportunity of reading Dr. Ep- 
stein’s paper, and this report, as well as many other 
contributions in this particular field, has been most 
helpful to me in the evaluation of some of my prob- 
lems in contact photodermatitis. The dermal pat- 
tern of response which is here described for certain 
metals can assist us in appreciating the changes 
which are sometimes observed in patients with 
chromate dermatitis, where chronicity and changes 
in the character of the eruption may confuse the 
original picture of contact sensitivity. 

Dr. ApotpH RosTENBERG Jr., Chicago: I, too, 
should like to add my congratulatory notes to Dr. 
Epstein. He was also good enough to send me a 
copy of this manuscript, so that I had an oppor- 
tunity to see it in advance. 

I think that Dr. Epstein and I are in essential 
agreement on all the main points, but, naturally, 
in a theoretical field such as this, there is room 
for slight deviations in interpretation, and none of 
us can be too sure of the correctness of our views. 
While we are talking about shock tissues, it might 
be well to define just what one means by a shock 
tissue. I think one should distinguish, although 
admittedly this is not ordinarily done, between a 
primary and a secondary shock tissue. The primary 
shock tissue would be the tissue in which the anti- 
gen and the antibody unite, and the secondary shock 
tissue is the tissue that bears the burden or the 
brunt of such a union. Actually, in most cases, we 
do not have sufficient knowledge to differentiate 
between the two, and they may be the same, but 
in the only area in which this has actually been 
studied they were found to be different, so, in 
theory, they could be different in other situations. 

I have thought for some time that there is actual- 
ly no evidence whatsoever to support the view that 
the epidermis is either a primary or a secondary 
shock tissue, in what we call allergic contact 
dermatitis. It may very indirectly be a secondary, 
but, as far as I can see, it surely is not.a primary 
one. 

I think that to understand some of the reasons 
for this—and, of course, in the small time at my 
disposal, I can only sketch over a few aspects— 
one has to consider the theory of how these metals 
or other allergens produce sensitization. We are 
all greatly indebted to the man who did practically 
all the real, basic work in this field of immunology, 
namely, Karl Landsteiner. Karl Landsteiner sug- 
gested that in any antigen there are two chemical 
or physical aspects to it, namely, the haptenic por- 
tion and the schlepper portion. 

In the development of a sensitization to a simple 
chemical such as 2,4-dinitrochlorobenzene, the 
chemistry is much better worked out than with 
metals, as nickel, but there is probably some de- 
gree of similarity. The simple chemical inserts 
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itself onto the surface of the protein, thereby mak- 
ing that surface sufficiently alien to the body so that 
it (the body) treats it as a foreign protein and 
develops some sort of reactivity to it, which we 
will call an allergic response. Probably, simple 
metals act quite in the same manner, even though 
the chemical unions would be different. 


The thing that I want to stress here is that the 
schlepper portion, the protein molecule, is not inert. 
One function of the large protein molecule is to 
bring the whole complex to the area where the 
immunologic alterations take place, where the anti- 
body is manufactured, so to speak. Another func- 
tion is to contribute towards the specificity. 

I think that it is quite conceivable that, if the 
union of the simple chemical is with epidermal 
proteins, then a slightly different specificity would 
be developed than if the union is with proteins of 
the cutis. Consequently, according to how we intro- 
duce the material, there will be a relative prepon- 
derance of the schlepper portion of the molecule, 
which in some measure may affect the specificity, 
‘and hence, on occasion, one could explain the dis- 
sociation between patch test and intradermal test 
in this fashion. 

Again, I should like to thank Dr. Epstein for 
bringing to our attention certain important theo- 
retical aspects of this problem. 

Dr. Marton B. Suizpercer, New York: I have 
really two reasons for entering this discussion. The 
first is to welcome my very good old friend, one 
of my best friends, Dr. Stephan Epstein, into our 
Association and tell him how much I enjoyed his 
paper and how pleased I am that we have had the 
opportunity of hearing it here. 

The other is to deny the priority which Dr. Guy 
has just attributed to me, concerning the original 
observations of the positive patch test reactions to 
nickel and other metallic salts in atopic dermatitis. 
The first report I know of concerning these reac- 
tions to nickel was that of Steiner; but there may 
be earlier ones. But we did engage in considerable 
work on this phenomenon at the New York Skin 
and Cancer Unit. The late Dr. Satenstein, Drs. 
Joe Goodman, Charlie Miller, and others of our 
group studied the histology and clinical morphology 
of this reaction; and, of course, I have long been 
keenly interested in this reaction and its significance 
and have referred to it frequently. But I can claim 
no priority to having discovered it. 

I think that there are many hypotheses which 
could explain this difference in response in differ- 
ent cases when a simple chemical allergen is applied 
to the surface of the skin by patch test methods 
or dropping-on methods, and when it is introduced 
by intracutaneous injections. One of these, which 
Dr. Epstein apparently favors, is that there are 
two separate shock tissues which are reacting, 
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which are, respectively, higher up and lower down 
in the skin. 

I would agree heartily that one should not speak 
too glibly about the epidermis being the shock 
tissue. It is the place in which, as a rule, we see 
the early and principal, most massive changes of 
contact-type eczematous dermatitis——although Dr. 
Pinkus’ findings seem to cast some doubt even 
upon that. 

The second hypothesis (and the one to which 
Dr. Rostenberg seems to incline) is that the aller- 
gen is handled differently in different cases; that 
in some cases, when you apply it to the skin sur- 
face, the speed with which it goes down, the con- 
centration with which it gets into the dermis, the 
amount that is fixed there, to what cells or parts 
of cells it is fixed, how long it remains fixed—all 
these and still other factors may differ from case 
to case; and that such differences may determine 
the type of response that one will see, with the 
greater participation in the reaction by the upper 
layers of the skin or by the layers beneath. The 
same sorts of differences in handling may in turn 
determine the sorts of reactions one sees when the 
allergen is administered by intracutaneous injection. 
How much of that which is injected is transported 
upwards? How much of it is carried away rapidly 
by the lymphatics? How much of it is fixed and re- 
mains there? *Just where and in what form is it 
fixed? 

Thus both on surface application and on intra- 
cutaneous injection there may be differences in 
response—not determined by the nature or site 
of the shock tissue itself, but by the variable man- 
ner in which the introduced material is handled 
and deposited and persists or leaves the site. 

This is not a purely academic set of findings and 
interpretations. I think that Dr. Epstein, as I 
should have expected, is much too modest in his 
report. His findings appear to me important and 
may have not only theoretical but also very practi- 
cal implications. You know that Dr. Epstein’s 
findings with simple chemicals have close analogies 
with those in relation to the tuberculin reaction. 
You know that very extensive studies with tuber- 
culin patch tests and tuberculin intracutaneous 
injections performed simultaneously in the same 
patients show this divergence of responses, just 
as Dr. Epstein has shown with simple chemicals; 
that is, in some cases one got reactions on intra- 
cutaneous injection of tuberculin and none on 
patch test, and in a few cases reactions to patch 
but none to intracutaneous tests, while in many 
cases there were responses to both forms of skin 
testing (Pascher and Sulzberger. Tuberculin Patch 
Test and Mantoux Test, Arch. Dermat. & Syph. 
49:256 [April] 1944). You know also that all 
attempts to passively transfer the human sensitivity 
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of eczematous type have thus far not been certainly 
successful by the very method with which Sherwood 
Lawrence reports success in transferring the hu- 
man tuberculin type of skin sensitivity. 

The fundamentally important question now arises 
whether in those cases in which one gets responses 
to the intracutaneous injection of simple chemicals 
one might be successful in the passive transfer by 
means of the subject’s white cells; while in others, 
positive only on patch test but negative on intra- 
cutaneous injections of simple chemicals, the white 
cells would not transfer the sensitivity passively 
but would confer some factor or factors which are 
capable of augmenting the recipient’s susceptibility 
to active sensitization (a sort of enhanced specific 
sensitivity to sensitizing action, to a booster-like 
effect). I think that the question of specific hypo- 
sensitization, which as you know is quite regularly 
successful in tuberculin-type responses but not in 
eczematous ones, also comes in here. I believe that 
for reasons such as these, Dr. Epstein’s results 
open up a big field for further study and are of 
great potential importance. 

Dr. Atots M. MEMMESHEIMER, Essen, Germany: 
The paper by Dr. Epstein seems to me to be of 
great practical value. Every year my clinic has to 
investigate about a thousand workers to ascertain 
whether or not they have an occupational derma- 
titis. In many cases the patch test is negative and 
intradermal tests are therefore necessary. Of 
course, one has to be very careful about them, but 
they can lead you to the right decision. 

Dr. WALTER C. Lositz Jr., Hanover, N. H.: I 
apologize for prolonging the discussion because 
I know we are running late. As Dr. Epstein has 
beautifully shown, it is certainly important to think 
of and study these structures as separate units and 
to separate their responses to various stimuli as 
purely dermal or purely epidermal. However, I 
just want to emphasize the tremendous interplay 
that exists between the epidermis and the dermis. 
In our work, even though experimentally only the 
epidermis is injured, a dermal response was also 
seen to occur. If, on the other hand, only the 
dermis was selectively injured, an epidermal re- 
sponse occurred as well. Thus there is an interplay 
of responses between the two, regardless of which 
we consider as the primary shock tissue. 

Dr. STEPHAN Epstetn, Marshfield, Wis.: First, 
I want to thank the discussers, and especially Dr. 
Sulzberger, for their very friendly remarks and 
for their pertinent contributions. I also want to 
thank Article XII, Section 8, of your By-Laws, 
which limits my last discussion to five minutes, 
because that will allow me to disregard some of 
the more difficult questions which I am not able 
to answer. 


I agree with Dr. Curtis that the claim of cross 
sensitivity between nickel and copper is based on 


circumstantial evidence. Whether there is true 
cross sensitivity can only be demonstrated by 
experimental sensitization, as has been done by 
Haxthausen in the case of nickel and cobalt. He 
sensitized human beings with pure nickel sulfate 
and pure cobalt sulfate, and then was able to show 
that some of the nickel-sensitized patients reacted 
to cobalt and some of the cobalt-sensitized patients 
reacted to nickel. I have not done that, and I 
doubt whether I would dare to do it. 

I have not seen any systemic reaction to my 
intradermal tests, but that may be due to the weak 
concentrations. I have been using nickel sulfate and 
copper sulfate in 1:40,000 or 1:10,000 dilutions, 
usually 0.05 cc. intradermally. Others have used 
much stronger concentrations, such as 0.1 cc. of a 
1:1,000 dilution. However, flare-ups from patch 
tests with nickel have been reported. 

Dr. Pinkus is perfectly correct. You can get 
such a picture of dermal reaction from a pure patch 
test, as I have recently seen in the case of iodo- 
chlorhydroxyquin dermatitis. 

Dr. Guy brought up this vexing problem of the 
persistent chromate eruption. That is a problem to 
all of us. Some of these cases, I believe, are 
secondary infectious eczemas ; some look like atopic 
dermatitis. Whether chromate dermatitis has a 
link with atopic dermatitis similar to that of nickel 
dermatitis, I do not know. But we do know that 
many cases that begin as contact dermatitis in 
atopic individuals eventually and gradually turn 
into atopic dermatitis. This is a very difficult mat- 
ter, especially in industrial cases. 

Dr. Rostenberg’s remarks are very well taken, 
but we do not have the time to discuss theory. Dr. 
Sulzberger is right. I think that Steiner was the 
first one who described about 50% nickel reactions 
in atopic dermatitis. But Dr. Sulzberger and his 
co-workers deserve the credit for having pointed 
out that this reaction is not an expression of true 
sensitivity. 

Drs. Sulzberger and Lewis’ work on the tuber- 
culin-type reaction and patch tests with trichophy- 
tin, has been mentioned in my paper, but I did 
not have time to discuss it here. They have dem- 
onstrated essentially the same thing as I, only 
starting from the opposite direction. Their studies 
have demonstrated that a trichophytin test, which 
is supposed to be a manifestation of dermal sensi- 
tivity, may be combined with epidermal sensitivity, 
and also that a positive patch test is not necessarily 
a proof of epidermal sensitivity. 

I agree with Dr. Lobitz on the tremendous inter- 
play between dermal and intradermal reactions, but 
in order to show their relative independence, I 
selected concentrations which would allow me to 
demonstrate this point. 

Again, I want to thank all the discussers for 
their friendly remarks. 
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ONYCHOMYCOSIS, CAUSATIVE ORGANISM MICROSPORUM AUDOUINI 


DAVID C. BLEIL, M.D. 
Milwaukee 


The problem of onychomycosis, particularly from’a therapeutic standpoint, has long plagued 
the dermatologist. Many of the superficial mycoses have been incriminated as the offensive 
organism. This is a case report of onychomycosis caused by Microsporum audouini. 


A 22-year-old white man was seen originally complaining of destruction, crumbling, distortion, 
and discoloration of the toenails. History revealed the condition to have been present and progres- 
sive for five years. The patient had received multiple medications without benefit. 


Original scrapings of the nails began growth on Sabouraud’s medium in about seven days. 
Within two to three weeks, there was a diffuse dirty white growth of closely matted mycelium 
with aerial growth noted. A slide preparation, done at this time, revealed pectinate hyphae, 


racquet hyphae, and an occasional nodular body. 


; Because of these findings repeat scrapings and cultures were done, producing similar results. 
Attempts at growth on rice medium were unsuccessful. 
Unfortunately, at this time the patient returned to the care of his local physician, and follow-up 


on this case is not available. 


COMMENT 


Onychomycosis stems from a multiplicity of etiologic organisms, including Epidermophyton 
floccossum, Trichophyton mentagrophytes, T. rubrum, T. megnini, Candida albicans, and, rarely, 
the Microsporum group. Evidence is herewith presented that M. audouini is an etiologic agent 


in superficial mycosis of the nails. 
342 N. Water St. 
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Prerifolliculttis Capitis Mb siedens et Suffodiens 


Its Successful Treatment with X-Ray Epilation 


FRANCIS H. McMULLAN, M.D., Richmond, Va. 
and 
ISRAEL ZELIGMAN, M.D., Med. Sc.D., Baltimore 


IIOLUUNAAHYUUUT 


Perifolliculitis capitis abscedens et suffo- 
diens is a chronic inflammatory disease of 
the scalp characterized by the presence of 
large and small nodules which suppurate and 
intercommunicate by sinus formation. It 
occurs most frequently on the vertex and 
occiput and is predominantly a disease of 
males. 

It is a condition renowned for its resist- 
ance to therapy. Even in this age of potent 
antimicrobial therapy the disease is still very 
difficult to manage. Because of our knowl- 
edge of the fundamental importance of drain- 
age in abortion of infection and the observa- 
tion that folliculitis of the bearded areas at 
times does not respond to antibiotic therapy 
unless drainage is established by manual 
epilation, it occurred to us that perhaps tem- 
porary epilation induced by irradiation might 
have a similar favorable effect upon this 
disease. 

The following are case reports of four 
patients successfully treated by this modality 
after the failure of antimicrobial agents to 
evoke a cure. 


REPORT OF CASES 


Case 1.—A 19-year-old Negro woman was first 
seen March 2, 1953, for an eruption of the scalp 
of 10 days’ duration. At that time examination 
revealed small follicular papules and pustules on 
the vertex and occiput. A diagnosis of folliculitis 
was made, Despite the topical and systemic admini- 
stration of chlortetracycline (Aureomycin), by 
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March 26, 1953, there developed over the vertex 
and occiput boggy nodules 1.0 to 3.0 cm. in diameter 
with communicating ridges. Sanguinopurulent exu- 
dation could be expressed from the lesions by pres- 
sure. The diagnosis was changed to perifolliculitis 
capitis abscedens et suffodiens, and for approximate- 
ly the next six months the patient received pro- 
longed systemic penicillin, oxytetracycline, and 
erythromycin therapy, but the disease continued 
to progress. 

On Sept. 15, 1953, examination revealed diffuse 
alopecia with nodules and communicating sinuses 
over the entire scalp. The relatively few hairs that 
remained on the sulci, lying between the nodules 
and ridges, were short and fragile. No scarring 
was noted. She had fever, malaise, exquisite tender- 
ness of the nodules, and postcervical lymphade- 
nopathy. On that date all other therapy was discon- 
tinued, and she was given an x-ray epilating dose 
(365 r with 80 kv., 10 ma. 25 cm. T.S.D., and 
no filtration other than 0.9 mm. Al inherent in 
the tube) with the five-point equidistant technique. 
Defluvium was complete in three weeks. Two 
months after the epilating dose all pain and tender- 
ness had ceased and oniy a few fluctuant areas 
remained on the occiput. Four months after the 
treatment no inflammatory activity was noted and 
there was some regrowth of hair. Over a year 
later, on Feb. 17, 1955, she had only a few follicular 
pustules on the occiput and nape of the neck but 
no nodules or dissecting sinuses; there was a 
luxuriant regrowth of hair. The few follicular 
pustules disappeared within two weeks by the 
application of 5% ammoniated mercury ointment. 


On May 28, 1953, bacterial culture of the san- 
guinopurulent discharge showed hemolytic Staphy- 
lococcus aureus and hemolytic Staphylococcus albus, 
most sensitive to erythromycin and moderately 
sensitive to chlortetracycline and oxytetracycline. 
On Feb. 23, 1955, culture of a follicular pustule 
revealed hemolytic S. ‘aureus, sensitive to erythro- 
mycin, oxytetracycline, and tetracycline. 

CasE 2.—A 33-year-old Negro man was seen 
on Dec.. 26, 1953, because of an eruption on the 
scalp of two years’ duration. He stated that it 
had begun as small “pimples” on the vertex but 
had spread despite the systemic administration of 
sulfonamides, penicillin, and broad-spectrum anti- 
biotics for many months. Examination disclosed 
many discrete and confluent fluctuant nodules 
varying from 1.0 to 3.5 cm. on the vertex. There 
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were communicating sinuses as well as areas ot 
scarring and alopecia. The diagnosis of perifollicu- 
litis capitis abscedens et suffodiens was made, and 
the patient received an epilating dose of x-ray with 
the five-point equidistant technique. Two weeks 
later the hair was loose, but defluvium was incom- 
plete. He was not seen again until 14 months later, 
March 15, 1955. He stated that he had become 
asymptomatic approximately one month after the 
x-ray epilating dose. Examination at this time 
revealed regrowth of hair except in areas of pre- 
treatment scarring and alopecia. There were no 
nodules and no evidence of folliculitis. 


Case 3.—A 27-year-old Negro man was first seen 
March 16, 1954, because of an eruption of the scalp 
of five years’ duration. It had begun with. small 
“pimples” on the vertex and rapidly developed into 
draining pustules. Previous treatment had consisted 
of manual epilation, iodochlorhydroxyquin (Vio- 
form) ointment, compresses of a solution of chloro- 
phyll derivatives (Chloresium), bacitracin ointment, 
and systemic administration of penicillin, chlortetra- 
cycline, and oxytetracycline. 

On the vertex were many fluctuant nodules of 
1.0 to 3.8 cm., associated with communicating sinus- 
es. Areas of alopecia and hypertrophic scarring 
were present. Pressure on the nodules produced 
a sanguinopurulent discharge. A diagnosis of peri- 
folliculitis capitis abscedens et suffodiens was made 
and he received an x-ray epilating dose with the 
five-point equidistant technique on that date. 

One month after the x-ray therapy there was 
less pustulation and almost complete defluvium. 
Three months after the epilating technique there 
were no nodules or ridges, but there were a few 
small follicular pustules. Thirteen months after the 
treatment there was but one small follicular pustule 
present on the vertex. No nodules, ridges, or 
communicating sinuses were present. There was 
regrowth of hair except for a moderate number of 
areas of cicatricial alopecia which had been present 
prior to therapy. 


Case 4.—A 26-year-old Negro man was initially 
seen Nov. 8, 1954, because of pustules and tender 
nodules with communicating sinuses of the scalp 
of one year’s duration. Prior therapy had consisted 
of systemic chlortetracycline, oxytetracycline, and 
penicillin for six months without benefit. Examina- 
tion revealed many pustular nodules 1.5 to 3.0 cm., 
with communicating ridges over the vertex and 
occiput. Some purulent drainage was present. Bac- 
terial culture showed hemolytic S. aureus, while 
mycologic studies were negative. 

A diagnosis of perifolliculitis capitis abscedens 
et suffodiens was made, and an x-ray epilating dose 
was administered with the five-point equidistant 
technique. Defluvium was complete in one month, 
but the nodules were essentially unchanged. Two 
months after the epilating dose only two active 


pustules were present, and three months after the 
treatment there was no activity. Five months after 
the epilating dose there was almost complete re- 
growth of hair with minimal residual pretreatment 
scarring and alopecia. When the patient was last 
seen, March 17, 1955, about six months after the 
x-ray technique, there was no evidence of any 
activity (Figure). 


Comment.— Four patients presented a 
typical clinical picture of perifolliculitis capi- 
tis abscedens et suffodiens as it has been 
described by E. Hoffman? and others in 
Europe and subsequently by Wise and Park- 
hurst,? and by Barney * in this country. The 
disease was predominantly on the vertex and 
occiput, with boggy nodules and communicat- 
ing ridges. Sanguinopurulent material could 
be expressed by pressure on the nodules. 

Prior to epilation therapy our patients had 
received adequate trial with accepted forms 
of local treatment such as compresses and/or 
topical antibiotics as well as long protracted 
courses of systemic antimicrobial therapy. 
In spite of such therapy none had improved, 
and in Case 1 the disease continued to spread 
and progress under systemic antibiotic 
therapy. 

After x-ray epilation (365 r, 80 kv., 10 
ma., 25 em. T. S. D., no filtration other than 
that inherent in tube) all therapy was dis- 
continued in order to evaluate the singular 
effect of this modality. The inflammatory 
process did not resolve immediately after 
the administration of the x-ray treatment or 
immediately after epilation was complete. 
There was, however, a slow but steady re- 
gression in all four patients both of objective 
signs (fluctuation, drainage, nodules, com- 
municating ridges, and tenderness) and of 
subjective symptoms (pain and burning) 
after the epilating dose. The involution be- 
came more rapid a short time after deflu- 
vium was complete. All four patients showed 
complete resolution of the disease, though 
two had slight recurrence of minimal fol- 
liculitis in the treated area; both of these 
patients responded to simple topical therapy 
with antimicrobial ointments. The other two 
patients have been completely free of pustu- 
lar activity of any kind. In none of these 
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Case 4, A, two and a half weeks after x-ray epilating dose; hair beginning to fall; many 
abscesses, nodules, and ridges present. B, two and a half months after epilating dose; no activity ; 
hair regrowing. C, three and a half months after epilating dose; no activity; hair regrowing. 
D, six months after epilating dose; hair completely regrown and without activity. 
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Cases Reported in American Literature 








Reported by Date Sex Color Age 
Wise & Parkhurst ?...... 1921 M By 27 
WOM Fe ccccns da vecevasheus 1928 M N 39 
pte” Sy Serer aaron ees 1924 M 38 
TONE. Seca visevesevesse 1925 M N 38 
MOOG FE erick is Soseceees 1926 M af 21 
McCafferty 15 ............. 1927 M w 23 
Biber 88 eee cia tesnsseaes _ 1928 M 23 
Gross 12... 05... . eee ee ones 1929 M w 25 
PETE igad apnnoakennns 1929 fs ian 23 
MUaMar 8? cas inks 1930 M 26 
BALMS So ck isi cis deves 1931 M N 20 
Senear & Caro ?8......... 1931 M N 46 
pF ai ee A ETE Pee 1931 M 39 
DeWolf ®® ........... Pairs 1983 M N 22 
(Case Presentation) 31.... 1935 M 28 
(Case Presentation) 32.... 1939 F N 31 
Anderson & Stout 34..... 1940 M N 28 
McCarthy 38 .............. 1940 M 28 
McCarthy 28 .............. 1940 F 26 
Omens & others *+........ 1943 M N 43 
Oattion 29 i piles 1944 M N 26 
Costello 85 wo. cece cee cee eee 1944 F N 38 
Metinany 80 icine chs e eee 1944 F N 26 
Machacek 87 ,........,..... 1945 M N 41 
Cornbleet & Kagen*®.... 1946 wh or 
TAVIN 49... iceengtssecscres 1948 M Ww 25 
Heater Fi eeicces 1948 M N 24 
Kam and others 17........ 1949 oh 
Wasserman ?® ............ 1951 M N 28 
Lowenfish ®® ............-- 1953 M N 28 
MeMullan & Zeligman.... 1955 F N 19 


McMullan & Zeligman.... 1955 
McMullan & Zeligman.... 1955 
McMullan & Zeligman.... 1955 


4 
AAZA 
S$ 


Associated 
Duration Location Bacteria Conditions 
9 mo. Vertex & SOTO y dh cckns Aiveds oxucr 
oeciput albus & 
Strep. 
8 yr. Vertex & WS Sw idecin chiveascs 
oeciput ‘ 
© Fhe ia areas Ph ie CMa HE LSE: de ead ies 
6 yr. MONON OS  enaes Sx Folliculitis beard 
oeciput & chest 
18 mo. ROE Seaton Uadeds 02s eee kabeeseamenenns 
8 yr. Vertex & Negative Bromide acne 
occiput 
7 mo. Vertex & BOE oC anignentieeteene se 
occiput 
7 yr. ee ae ee eae 
sealp 
wvhibdes Vertex & sathwe okee he beonyicwesasicnes 
occiput 
2 yr. VOR Be oes keds twine Acne vulgaris face 
occiput 3 & back 
9 mo. Occiput S. albus Iododerma 
10 mo. i eRe SC Se Oey Pustules face & 
back 
20 yr. Entire Staph. Acne conglobata 
sealp 
20 mo. Entire Pics ddaces te ok habeas eeut Rivets 
sealp . ‘ 
1 yr. Vortee @ 9S ccdenses, Follieulitis beard 
occiput . 
5 yr. Vertex & 8. albus Hidradenitis 
.oeciput axillae & groin 
4 yr. Vertex & S. aureus Cutis verticis 
oceiput gyrata; hidrade- 
nitis axillae & 
groin 
ious Vertex & sea d¥eaw ae enhiditendacbaincs 
oceiput 
snkanwes . CEs peaensmeet Oe ie teweeate Pregnancy 
2 yr. OU basic eccs Aene conglobata 
‘buttocks; hid- 
radenitis axillae 
& groin 
10 mo. Vertex Staph. & Hidradenitis 
Strep., axillae & groin 
hemolytic : 
yates Vertex nabedncaen eda ecepaccdeesee 
2% yr. Werte OS live. Hidradenitis 
oeciput axillae & groin 
18 mo. Vertex @.° isis eons Pyoderma groin 
occiput & buttocks 
BL OD ¢ ere Te POLY Capen ers Teer, + WeWekgs vdawebedoes 
8 yr Wertee 58°52 EA cco: HS Sede ceeeeeet he 
fe SOR pe SY Ee Naa Te eae at Yo 7 CEL Acne conglobata 
buttocks 
8 MO 3 ecceheses Negative Arthritis - 
18 mo. Entire S. aureus, Interstitial 
sealp nonhemo- keratitis 
lytic 
7 mo. Entire So Og ees. Rises onde 
sealp hemolytic; 
S. albus, 
hemolytic 
2:98. Vertex cHeeeeseee tee eeedeweneeeeees 
5 yr. VOTE Retteeence tins) wacecedaneeredbees 
1 yr. Vertex .& Eas eee y ye poe 
occiput hemolytic 





subjects has there been recurrence of perifol- 
liculitis capitis abscedens et suffodiens to 
date. The post-treatment follow-up has been 
18 months (Case 1), 15 months (Case 2), 
12 months (Case 3), and 6 months (Case 4). 
The improvement in this disease has been 


truly remarkable, even though there has re- 
mained a tendency for some mild folliculitis. 

Hair has regrown in all cases except where 
there was hypertrophic or atrophic scarring 
prior to epilation therapy. In one patient 
(Case 1), however, there was, prior to x-ray 
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therapy 80% hair loss with remaining hairs 
short and fragile. Following the resolution 
of the pathological process she has had lux- 
uriant regrowth of hair over the entire scalp. 
She had had no scarring prior to therapy. 


GENERAL COMMENT AND REVIEW 


Spitzer * in 1903 first described this dis- 
ease in association with severe acne con- 
globata under the title “dermatitis follicularis 
et perifollicularis conglobata.” A second 
case was presented by Nobl,® and the third 
presented in 1908 by E. Hoffman * and named 
by him “perifolliculitis capitis abscedens et 
suffodiens.” Since then a number of other 
cases have been described and presented at 
dermatologic meetings. The first article in 
the American literature was that of Wise 
and Parkhurst ? in 1921, and the only other 
article in the American literature specifically 
devoted to this subject was that of Barney.* 
There have been a number of case reports, 
however. 

Clinical Picture—Clinically, the disease 
begins as a simple folliculitis, most commonly 
located on the: vertex and/or occiput. This 
process is rapidly followed by abscess and 
sinus formation, so that one observes nodules 
with communicating ridges. The nodules may 
vary in size from a few millimeters to sev- 
eral centimeters. They are either firm or 
fluctuant, depending upon their state of de- 
velopment, and when pressure is applied 
seropurulent fluid may be expressed from 
the fluctuant ones. At times pressure on one 
nodule will produce exudation from an adja- 
cent nodule connected by a communicating 
sinus. Alopecia develops over the involved 
nodules, and the surrounding hair becomes 
loose and is easily extracted. Resolution of 
the process is frequently accompanied by 
cicatricial alopecia. 

Few patients have been followed from the 
inception of the disease. We first saw one 
patient (Case 1) two weeks after the initia- 
tion of signs and symptoms of folliculitis 
and we were able to follow the course of 
development of perifolliculitis capitis ab- 
scedens et suffodiens. In this patient there 
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was only one month from the beginning of 
the pathological process until she had fluctu- 
ant draining nodules and communicating 
sinuses. 

Histology and Pathogenesis——The histol- 
ogy and pathogenesis weré studied carefully 
by Cueni® and Barney,’ who concluded that 
perifolliculitis capitis abscedens et suffodiens 
is almost an exact counterpart of acne. 
Brunsting,’ in discussion of acne and related 
conditions, came to the same conclusion. 
They stated that the disease starts with a 
keratinized occluded follicular orifice. Stasis 
produced in the pilosebaceous apparatus pro- 
motes fertile soil for bacterial multiplication. 
Thus folliculitis and perifolliculitis result 
from follicular occlusion and secondary in- 
fection. As in acne, there ensues marked 
dermal infiltration of polymorphonuclear leu- 
cocytes, plasma cells, and eosinophiles, fol- 
lowed later by a foreign body giant cell re- 
action and granulation tissue formation. The 
particularly distinctive aspect of the patho- 
genesis of this disease is that because of the 
anatomy of the scalp with its densely asso- 
ciated follicles and the underlying bony 
skull, the abscesses are probably under con- 
siderable hydrostatic pressure and the in- 
flammatory process therefore breaks through 
and burrows horizontally in order to dimin- 
ish this pressure. 

Bacteriology.—Because of the severe sup- 
purative aspect of perifolliculitis capitis ab- 
scedens et suffodiens, the role of bacteria is 
important. The most commonly isolated or- 
ganism has been S. aureus. Clinically, the 
process is one of abscess formation produced 
by organisms which elaborate the enzyme 
coagulase ; this enzyme catalyzes the forma- 
tion of fibrin from the fibrinogen and walls 
off the inflammatory process. This is par- 
ticularly characteristic of staphylococcal in- 
fections. The Streptococcus, the organism 
advocated as the causative agent by some 
investigators, usually elaborates the enzyme 
fibrinolysin and thereby produces a rapidly 
spreading cellulitis without abscess forma- 
tion. Since in perifolliculitis capitis ab- 
scedens et suffodiens the process is one: of 
abscesses and walled-off sinuses rather than 
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diffuse cellulitis, and since S. aureus has 
been the organism found most frequently, 
it is our belief that this micro-organism is 
responsible for the infectious component of 
this disease. 

Therapy—One of the primary mecha- 
nisms in the body for prevention and abor- 
tion of infection is drainage. Stasis of the 
respiratory tract when there is interference 
with the ciliary action of the tracheal and 
bronchial epithelium predisposes to infection. 
Similarly the likelihood of infection is in- 
creased in the urinary tract when stasis, 
produced by calculi, prostatic hypertrophy, 
new growths, etc., is present. The same may 
be observed in the skin; thus stasis of the 
eccrine apparatus promotes pustular miliaria, 
and stasis of the pilosebaceous system pro- 
motes pustular acne, folliculitis, furunculosis, 
etc. Infection is aborted when rupture of an 
abscess occurs and drainage is established. 
The efficacious effect of x-ray epilation in the 
treatment of perifolliculitis capitis abscedens 
et suffodiens may be due to the establishment 
of microscopic drainage. Thus in our re- 
ported cases involution of the process was 
most rapid after the hair had completely 
fallen out, and the treatment was remark- 
ably more effective than antibiotics, which 
probably could not reach the microorganisms 
through the thickened fibrotic abscess walls. 

In some reported cases fractional x-ray 
therapy has been found to be beneficial. An 
explanation for the effectiveness of frac- 
tional x-ray therapy may be that irradiation 
decreases the tendency to hyperkeratiniza- 
tion and follicular plug formation, and thus 
may similarly promote microscopic drainage. 
Another valid explanation may be the well- 
recognized nonspecific beneficial effect of 
x-ray therapy on inflammatory processes. 


Although we arrived at the conclusion to 
employ x-ray epilation independently, sub- 
sequent review of the literature revealed that 
we have no priority on this mode of therapy. 
In 1937 Asbeck® reported cure following 
x-ray epilation of a patient who had the 
disease only three weeks. Cannon *° reported 
a case in 1944 in which the patient received 
x-ray epilation. Estrin’* in 1948 reported 


cure in a patient treated with penicillin and 
an epilating dose of x-ray; his post- 
treatment follow-up was three months. 
Gross '? noted no improvement with epila- 
tion by filtered x-rays. Wolf* stated that 
the only way he could produce improvement 
in a case was by permanent alopecia induced 
by x-rays. Wise + recommended depilating 
doses of roentgen rays. Others have recom- 
mended and used fractional x-ray therapy 
with varying results.f 

Perifolliculitis capitis abscedens et suffo- 
diens has been widely accepted as a disease 
predominantly of males. Our review of the 
American literature confirms this viewpoint. 
Of thirty-one cases in which the sex is stated 
only five were females (Table). The same 
predominance of males is found in the foreign 
literature. 

Of thirty-four cases in the American lit- 
erature, nineteen are reported as Negro pa- 
tients. Thus it would appear that in the 
United States the proportion of cases in 
Negroes is far greater than their proportion 
of the population (Table). 

About one-third of the reported cases had 
been associated with acne, pyoderma, or 
their variants. This would support the thesis 
that the basic pathological process in this 
disease is similar to acne (Table). 

Nomenclature.—Much contention has been 
raised concerning the nomenclature of this 
condition. Pusey, in discussing Wise and 
Parkhurst’s? presentation, suggested the 
term ‘multiple abscesses of the scalp.” 
Barney * credits Pusey with priority for sug- 
gesting yet another name, “dissecting cellu- 
litis of the scalp,” and this title has a num- 
ber of adherents. As was pointed out earlier, 
the process is not one of cellulitis such as 
might be seen in streptococcal infections but 
is rather one of abscesses and walled-off 
dissecting sinuses characteristic of staphylo- 
coccal infections. To call such a disease cel- 
lulitis is incorrect. We have no objections to 
the other appellations, but believe that, 
though Hoffman’s original name is forbid- 





* Wolf: Discussion on Gross.!? 
+ Wise, F.: Discussion on Barney.® 
+ References 6 and 13 to 20. 
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dingly long and difficult, it is quite accurate 
and has stood the test of time and study. 
It is after all a disease characterized by 
scalp perifolliculitis with abscess and under- 
mining sinus formation. 


SUMMARY 


Perifolliculitis capitis abscedens et suffo- 
diens is a rare disease, which begins as a 
simple folliculitis of the scalp and soon de- 
velops into its characteristic clinical picture. 
Similar to acne, the process is initiated by 
keratinization and occlusion of the follicular 
orifice. Staphylococcus is the responsible 
organism for the infectious component of this 
disease. It is one predominantly of males 
and in the United States frequently of 
Negroes. Because of the presence of scalp 
perifolliculitis, abscess, and undermining 
sinus formation, the name “perifolliculitis 
capitis abscedens et suffodiens” is satisfactory. 


Four patients who had received adequate 
antimicrobial therapy without permanent 
benefit were successfully treated by tem- 
porary x-ray epilation. 

1001 W. Franklin St. (20) (Dr. McMullan). 

1109 N. Calvert St. (2) (Dr. Zeligman). 
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SCLEROSING LIPOGRANULOMA 


HERMAN H. SAWICKY, M.D. 
AND 
NORMAN 8B. KANOF, M.D., Med. Sc.D. 
New York 


Cases of sclerosing lipogranuloma have been reported with increasing frequency in recent 
medical writings,* but we have not been able to find an account of this condition in dermatologic 
journals despite the fact that involvement of the skin and subcutaneous tissues frequently directs 
the patient to the dermatologist. 


A white man aged 57 first noted a white streak on the scrotum about 10 years ago. There 
was no history of trauma or lipoid injection in or about this area. A left inguinal hernia had 
existed for several years, but the patient did not wear any supporting belt. The skin lesion 
enlarged slowly, and in 1947 was described as a half-dollar-sized rubbery swelling in the skin of 
the left side of the scrotum. Clinical diagnoses of lymphangioma, localized lymphedema, and fatty 





Submitted for publication Sept. 19, 1955. 


From the Department of Dermatology and Syphilology of the New York University Post- 
Graduate Medical School (Dr. Marion B. Sulzberger, Chairman) and the Skin and Cancer 
Unit of the University Hospital. 

* References 1 and 2. 


Fig. 1.—Recurrent lesion on left side of scrotum of five years’ duration 
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tumor were considered. This scrotal lesion was excised in 1947 but recurred in six months. In 
addition, the patient developed a similar lesion in the left groin at this time. In 1949 the enlarged 
lesion in the left groin and scrotal sac was excised at the time of a left inguinal herniorrhaphy. 
Within six months it had reappeared as a dry infiltrated, thickened orange-yellow mass in the 
left groin and of the skin of the left side of the scrotum. The lesion has persisted to the present 
time with occasional episodes of erythema and weeping as a result of trauma and secondary 
infection. 

Microscopic examination of the tissue removed at the time of herniorrhaphy in 1949 resulted 
in a diagnosis of sclerosing lipogranuloma by the general pathologist. 

We have had the opportunity to review this history, operative notes, and pathologic reports 
in a second case of sclerosing lipogranuloma in which the lesions were limited to the scrotal 
sac and inguinal canal and recurred within six months after surgical removal of the mass. 


A full discussion of the possible etiology, the biochemical and pathologic findings in this 
condition is not within the scope of this report. Sclerosing lipogranuloma is a localized idiopathic 
fat necrosis, which may occur in fatty tissue anywhere but is most frequently seen in the sub- 
cutaneous fat about the inguinogenital region. Because of involvement of the skin and the occur- 
rence of secondary infection and dermatitis, these cases come to the attention of the dermatologist. 
It is felt by many that trauma, either physical or from the introduction of exogenous lipoid 
material always precedes the reactive process in the subcutaneous fat, although such a history 
is not obtained in every case. Profound changes in the composition of the fats have been postulated, 
but the definite nature of these changes has not been demonstrated. Complete surgical removal of 
the involved tissues, although failing to achieve a cure in some cases, is felt to be the treatment 
of choice. Cortisone has been reported to produce some improvement in several cases.” 





+ References 3 and 4. 
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X-RAYS IN DERMATOLOGY 


To the Editor: We would like to comment on Dr. W. Edward Chamberlain’s letter, published 
in the January, 1956, issue of the A. M. A. ARCHIVES OF DERMATOLOGY, because it deals with 
important matters which concern not only all dermatologists but many thousands of sufferers 
from common skin diseases who can safely be relieved by judicious x-ray therapy. 

Even more important, Dr. Chamberlain’s unfortunate press interview disregards principles 
which vitally affect all physicians and which all will concede to be at the very basis of the 
practice of medicine. For what would happen if highly esteemed representatives of given 
specialties would begin to use the daily press and other lay media of communication to express 
opinions which would serve to inculcate distrust of their colleagues in other specialties, to tell 
patients and the public that practitioners in other specialties should not be permitted to use their 
own judgment in prescribing this or that type of treatment for the very diseases in which the 
other specialists are qualified experts and which constitute their particular sphere of medicine? 
What would happen to medicine, and above all to the patients seeking and requiring specialistic 
skill and knowledge in one of the “organ-specialties” (e. g. in dermatology, ophthalmology, 
gastroenterology, orthopedics, neurology, etc.) if the “modality specialists” would do as Dr. 
Chamberlain has done; that is, if the surgeon would attempt to persuade the public that only 
he can safely use the knife; the anesthesiologist proclaim that only he can properly employ 
anesthesia; the physical therapist say that only he can apply heat and cold and baths and rays 
and manipulations? For it is not only with x-rays that both avoidable and unavoidable harm 
is being done and mistakes being made. The scalpel too can damage, drugs cause serious harm 
and many deaths; and even words themselves can do medicine and suffering mankind a great 
disservice when they slip out in a give-and-take interview. We know that Dr. Chamberlain 
did not want his words to do this disservice and would know this even without reading his 
straightforward acknowledgment of his error. 

To discuss Dr. Chamberlain’s factual statements properly would require many references to 
the historical evolution of the use of x-rays in skin diseases, to the fundamental dermatologic 
research in this field, and to the many facts and figures concerning results and ill effects. 
Obviously this letter is not the place for such details and we must confine ourselves to a few 
comments on selected points. 

We shall discuss in order the three categories which Dr. Chamberlain lists as the main causes 
of undesirable x-ray sequelae: 

1. Accidental Overexposure—What reason is there for Dr. Chamberlain to assume that 
accidents are any less likely to happen with the radiologist than with the competent, well-trained 
qualified dermatologist? Certainly we agree with Dr. Chamberlain that no therapy should ever 
be given without the essential indications for its use, without complete cognizance of the risks, 
and except by competent adequately trained persons. But as we have said above, this applies 
to all forms of therapy—be it roentgenologic, pharmacologic or surgical, physical or chemical. 
Should this awareness prevent the use of these modalities in treating all nonmalignant conditions? 
Does it deter the roentgenologist from the proper use of x-radiation in the treatment of bursitis? 
of neuritis? of many other nonfatal and nonmalignant conditions? Certainly it does not and 
should not. For no therapy should be abandoned if it is known to be the best available for bringing 
relief and provided the ratio of risk to benefit is recognized and is known not to be excessive. 
Experience has shown that superficial roentgen therapy properly administered by qualified 
dermatologists to cases properly selected by them, will bring relief to the legions of sufferers 
from devastating skin diseases where all else has failed (A. M. A. Arch. Dermat. & Syph. 
65:639 [June] 1952)—and will do this with a degree of safety which approaches the absolute. 
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2. Inaccurate or Incomplete Knowledge of Patient’s Previous Exposures to Irradiation. — 
Does Dr. Chamberlain really believe that radiologists are more likely than dermatologists to 
obtain from the patients or from other physicians accurate information regarding previous 
radiation? 

Every conscientious competent dermatologist keeps just as accurate records as do roent- 
genologists regarding the therapy given—and usually the forms used by dermatologists are 
specially designed for particularly accurate recording of the radiation administered to different 
skin areas and lesions. Moreover every qualified competent dermatologist makes searching 
inquiries as to previous radiation and refrains from using radiation on a site unless and until 
he can establish the amount of previous radiation that particular site has already received. We 
send to and receive from other physicians innumerable inquiries regarding past radiation 
treatment—but the inquiries we receive are almost wholly from dermatologists and we cannot 
recall getting such an inquiry from a radiologist, despite the fact that radiologists too must 
be seeing some of the patients previously treated by us. 

Or perhaps Dr. Chamberlain believes that a patient is less able to deceive a radiologist than 
a dermatologist about previous radiation received? If that is Dr. Chamberlain’s belief, we would 
appreciate knowing its basis. 

3. Lack of Appreciation of the Significance of the Interval Between Exposures.—What is the 
evidence to support Dr. Chamberlain’s assumption that qualified dermatologists, specialists and 
experts at observing and treating the skin and all of its reactions, who have received at least 
three years of training and five years of experience in radiation therapy of the skin and its lesions, 
who have stood and passed detailed examinations on precisely these matters, and who are daily 
using this modality on the skin, are ignorant of the importance of quantity, quality, size of field, 
time intervals, state of the skin, and other factors in x-ray therapy? All the evidence at present 
available indicates that this is not the case. In fact a recent study shows that for over a quarter 
of a century dermatologists have selected and adopted eminently safe time intervals and other 
factors in irradiating dermatoses; and that in a 20-year follow-up of cases treated with these 
factors, no dangerous or even disagreeable sequelae were to be found. (J. Invest. Dermat. 19:325 
[Nov.] 1952). So that this form of x-ray therapy by dermatologists is not only among the 
most effective measures for relieving a very large number of sufferers from selected dermatoses, 
but has proved itself to be one of the very safest of all therapeutic procedures. 

Quite naturally the nondermatologist cannot be expected to possess the dermatologic training 
and experience which are often necessary to recognize the exact nature of the presenting skin 
lesions, to know precisely whether that skin lesion is one which usually responds to x-rays, 
and if so what kind and how much irradiation is required, and to be certain that the presenting 
skin changes and skin lesions do not contraindicate any radiation whatsoever. Moreover, the 
nondermatologist often does not possess the particular equipment designed especially and expressly 
for irradiating common dermatoses (e. g. equipment accurately calibrated to deliver radiation in 


- the kilovoltage ranges of '5 to 15 or 30 to 100). 


It is therefore clear that the nondermatologist is often unable to keep the x-ray administered 
to the most desirable quality and minimum quantity (a) by use of the above-mentioned specially 
designed equipment for superficial skin radiation, and (b) by preceding, combining and/or 
following his x-ray treatments with all the other indicated, established, and invaluable dermato- 
logic measures. 

e e * J 8 


However, all of the above arguments do not really get at what we believe to be the heart of 
the matter. We believe the major misunderstanding is based on the assumption by many non- 
dermatologists that “nonmalignant” skin diseases are really negligible, minor matters, scarcely 
worthy of therapeutic “big guns.” 

Every dermatologist knows that nothing could be further from the truth; and that stubborn 
cases of severe acne, of intolerable anogenital pruritus, of psoriasis, of lichen simplex, of atopic 
dermatitis, of plantar warts, and of many other common dermatologic afflictions probably ruin 
more lives and cause a greater toll of human misery than is caused by many so-called malignant 
lesions (for example, basal-cell and other epitheliomas, keratoses, Bowen’s disease, etc.). And 
certainly it would be inexcusable not to use x-radiation in selected cases of “benign” skin diseases 
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such as those just mentioned or for. epilating scalps infected with Microsporon audouini or for 
treating certain other dermatologic conditions, such as, for example, hidroadenitis or hemangiomas, 
or the often incapacitating keloidal scars. To withhold the properly administered and at present 
eminently safe dermatologic roentgen therapy from these sufferers simply because these diseases 
are not fatal and because of ill effects which may possibly arise through errors or from acts of 
the unqualified, ignorant, or dishonest, is indeed striking at the very basis of all medicine. As we 
have already indicated, were this reasoning to be applied generally in medicine, pencillin and other 
antibiotics, ACTH, cortisone and other hormones, and most of medicine’s valuable pharma- 
cological and immunological agents (even aspirin) would never be administered for any “non- 
malignant” disease; all anesthesia and surgery would be confined to conditions which threaten 
life, etc., etc. 

Of course, Dr. Chamberlain is absolutely right and of course he is not alone in deploring the 
accidents and errors which have caused and are causing tragedies following x-ray therapy, be it 
administered by dermatologists, radiologists, or others. Any careful student of the pertinent 
literature will be convinced that dermatologists have not been laggard in constructive steps to 
bring about the utmost possible reduction of x-ray damage and accidents. Among such steps by 
dermatologists we may mention the greater use of the safer “grenz rays” and the development 
of more accurate means for mensuration and calibration in this range (J. Invest. Dermat. 24: 365, 
1955); as well as the more widespread dermatologic use of the safer thorium X. In this connec- 
tion too we refer to the numerous articles in which dermatologists have set forth schedules and 
rules for the ever-increasing safety of their radiation therapy. Some time before we had any 
knowledge of Dr. Chamberlain’s press interview one of the writers submitted such an article in 
response to the request of the Editor of Modern Medicine (in press). 

Perhaps Dr. Chamberlain may find the opportunity to acquaint himself more fully with the 
intricate, difficult problems of modern eclectic management of the common “benign” but life- 
ruining chronic dermatoses and with the merciful relief which safe doses of superficial x-rays can 
often bring in these cases; perhaps he may have occasion to inform himself more fully about 
the methods and curricula of modern graduate training in the specialty of dermatology and the 
requirements for passing the examinations in x-ray and physical therapy given by the American 
Board of Dermatology. Perhaps after such fuller acquaintance, Dr. Chamberlain may have some- 
thing to say which will be of value to us dermatologists—and above all to our patients. We are 
sure Dr. Chamberlain will be glad then to come to some of our meetings and tell us to our face 
what he thinks our faults may be; and we are equally sure that all proper dermatologists will 
welcome any well-founded advice and instruction. For neither Dr. Chamberlain nor we are 
motivated by anything but the desire to relieve human suffering by correctly employing all the 
most effective and safest modern measures which are today available to medicine and surgery. 


Sincerely, 


Marion B. SutzBercer, M.D. 
Professor of Dermatology & Syphilology 
New York University-Bellevue Medical Center. 


Victor H. Witten, M.D. 
Assistant Clinical Professor of Dermatology & Syphilology 
New York University-Bellevue Medical Center. 


To the Editor: I am amazed that a man of Dr. Chamberlain’s status who holds the Professor- 
ship of Radiology at Temple University Medical School and who at the time he interviewed news- 
paper people was Chairman of the Executive Committee of the American Roentgen Ray Society 
used such poor judgment during his interview. Such poor judgment can only be based on lack of 
experience and knowledge of the use of ionizing radiations in the treatment of nonmalignant 
skin diseases or on prejudice. . . . It is indeed unfortunate that this has occurred and it is 
necessary that the statements made by Dr. Chamberlain be challenged because they are not true. 


I am not prepared to admit that many dermatologists use x-rays excessively and to the point 
of doing harm. There is no proof that x-rays are used in detrimental quantities by dermatologists 
or by general physicians any more than they are by radiologists. Unfortunately x-rays are still 
used indiscriminately by some physicians and this can be stopped by proper education in appro- 
priate places and time and not by incriminating remarks in the public press. I have been using 
x-rays for the treatment of skin diseases for 25 years, and my senior associate, the late Dr. 
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George Miller MacKee, had an experience of nearly 50 years in the use of x-rays and radium 
in the treatment of skin diseases, and the cases of radiodermatitis which we saw were caused as 
frequently by radiologists as by other physicians. 

The subject matter pertaining to radiation protettion and hazard is not new and did not 
start with the Geneva Conference of 1955. I attended that conference and listened to the paper 
on that particular subject but everything that was brought out at Geneva had already been 
published in numerous publications in this country. I am sure that every qualified dermatologist 
is aware of radiation hazards and is thoroughly familiar with protective procedures against 
direct and stray radiations. The subject of radiation injuries and hazards is discussed in many 
dermatologic texts and publications, especially in the book by Dr. MacKee and me, the first 
edition of which was published in 1921, and it has been a standard text for both radiologists and 
dermatologists throughout the world up to the present day. I mention this to emphasize that 
dermatologists are not ignorant about the subject of radiodermatitis. I think that Dr. Chamberlain 
is entirely wrong when he states that “dermatologists are major offenders in this matter of 
administering avoidable, ill-advised, undesirable, harmful, and unnecessary radiation to patients 
with benign conditions.” I challenge him to produce the proof to back up that statement. On 
the contrary my experience indicates that the radiologists are the main offenders. In recent years 
some serious radiation accidents have occurred in Dr. Chamberlain’s own home city resulting 
from the treatment of tinea capitis by radiologists who lacked specific technical knowledge. 
Thousands of children have been epilated by me, my colleagues, and by my students during the 
past 25 years, and in not a single instance has a permanent depilation resulted. 


Treatment with x-rays for acne vulgaris and warts is most valuable and harmless when 
properly employed. There are many cases of acne vulgaris who are horribly scarred and with 
permanent psychic trauma because proper treatment with x-rays and other agents was not 
instituted early enough. It must be emphasized that when harm results from the use of a 
therapeutic agent the blame is to be placed upon the individual who administers the treatment 
and not upon the method of treatment employed. I am not advocating the indiscriminate use of 
x-rays for every human affliction. But I do say that when x-rays are used judiciously, they 
are harmless and effective for the treatment of nonmalignant and malignant diseases such as 
acne vulgaris, verruca, psoriasis, lichen planus, neurodermatitis, fungus infections, particularly 
those affecting the scalp, keloids, cavernous hemangiomas, granuloma fungoides, various types 
of cutaneous malignancies including the sarcoma of Kaposi and many others. To restrict the use 
of x-rays just to the treatment of cutaneous malignancies would be tantamount to turning the 
clock back by fifty years. Successful results in the treatment of skin diseases with x-rays implies 
a thorough knowledge of the disease to be treated as well as the therapeutic agent which is 
being employed. Dermatologists have this dual knowledge which radiologists lack. 


I disagree thoroughly with the statement made by Dr. Chamberlain in regard to the interval 
between exposures. I think that what he says is contrary to established and accepted principle. 


. It has been shown experimentally and by clinical experience that 3300 roentgens given in 


eleven days is more apt to cause both early and late radiation injury than when the same amount 
of radiation is given over a period of thirty to forty weeks. If Dr. Chamberlain is correct in 
his assumption then I am afraid that he will have to quote chapter and verse to convince me. 
I think that it is rather presumptuous for Dr. Chamberlain to assume that only the radiologists 
should use ionizing radiations for therapeutic purposes just as it would be presumptuous for a 
surgeon to say that only surgeons should use a scalpel and suturing materials. Every qualified 
dermatologist is well trained in the basic physical principles and mechanics of superficial x-ray 
therapy and is well qualified to administer x-rays for the treatment of skin disease, whereas 
radiologists are not trained in dermatologic diagnosis and therapeutics. The use of x-rays alone 
for the treatment of many skin diseases is ineffectual without adjuvant therapy, and because the 
dermatologist knows this he uses x-rays much more intelligently than a radiologist. 


I am afraid that Dr. Chamberlain has allowed his crusading spirit to cloud his judgment. 
He has not only shown bad taste but has done a real disservice not only to dermatologists but 
to medicine as a whole. He has embarrassed radiologists throughout the country and the 
institutions and organizations of which he is a leading member. I think that there is no excuse 
whatsoever for any physician to wash his dirty linen in the public press. It really pained me 
to write this letter as the sin which has been committed by Dr. Chamberlain is a mortal one 
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and it hurts deeply. As a leader in American radiology I hope that he will do everything in his 
power to prevent radiologists from meeting with representatives of the public press so as to avoid 


the pitfall in which he found himself. Very truly your 


AntHony C. CrpoLtiaro, M.D. 
40 E. 61st St. 
New York 21. 


To the Editor: Dr. Chamberlain’s press interview in Sept. 22 Chicago newspapers, and his 
answer to your inquiry opens up a wide field of argument; and it should not go unanswered. 

Evidently Dr. Chamberlain does not keep up very well with dermatological progress, or has 
been misinformed by some of the “top men” in dermatology. Dermatologists have been aware of 
late sequelae from improper x-ray exposure of benign conditions for years, long before radiolo- 
zists recognized the incipient nature of late radiation atrophy and telangiectasia. 

No group of doctors are more careful in limiting x-ray treatments to benign conditions, and 
they are better able to recognize the indications for, and the limitations of x-ray therapy. 

By their training in the nature of radiation, and its biochemical effects, by their clinical studies, 
and knowledge of skin histopathology they are better diagnosticians than radiologists and there- 
fore, are better able to prescribe treatment, whether x-ray or anything else, which will benefit 
the patient. The radiologist’s role in treating dermatoses with radiation is that of a technician. 
He cares not, nor knows what else is essential for cure. The dermatologist uses x-ray (when it 
is advisible) as an adjunct to any necessary treatment. (I have seen, more than once, a case of 
inflammatory dermatophytosis which was treated with x-ray by a radiologist with nothing else 
prescribed.) 

Improper dosages and untoward results have been gotten by all therapists. It is very 
fortunate that radiologists are becoming more conservative in their dosages and schedules of 
treatment. Dr. Chamberlain, if he wants to be a self-appointed crusader, can find a very fertile 
field for his propaganda amongst his own group. Dermatologists see more bad results caused 
by improper x-ray treatments given by radiologists, than radiologists see of the dermatologists’ 
bad results. How often does a patient consult a radiologist because of chronic roentgen changes? 

I wonder if Dr. Chamberlain has any other motive in lambasting dermatologists in the press, 
than that of protecting the public? 

If this question were to be argued to its fullest, it seems to me that the best medium would 
be our medical meetings, and scientific publications. I have never seen a doctor’s argument settled 
in the newspaper (in fact what usually happens is, that both sides suffer ill-repute) ; and further- 
more, I think it is bad taste and highly unethical for one group of doctors to lambast another in 
the press. 

“Let him who is without sin cast the first stone.” : 

C. F. Leumann, M.D. 
San Antonio, Texas 


To the Editor: I am appalled at the statements attributed to Dr. W. Edward Chamberlain, 
appearing in two of Chicago’s best known newspapers and even'more so, at his letter written in 
explanation of those statements. Seldom have I seen such a display of arrogance and ignorance. 
Such a “crusading spirit” is unbecoming and unethical when appearing in the public press. 

I would like to make the following points briefly and concisely : 

1. Many of the outstanding contributions throughout the years in radiology have been made by 

dermatologists. 

2. The training requirements in radiology for dermatologists, from a theoretical standpoint, 
are just as high as those for radiologists. From the standpoint of practical radiology, in 
the treatment of patients with skin lesions, there is no comparison. A perusal of the courses 
of study required by each training center qualified to train dermatologists will indicate the 
superior nature of this training. The programs of the American Academy of Dermatology 
and Syphilology since 1938 indicate the emphasis placed on the theoretical aspects of 
radiology, as well as on the practical aspects. 

3. While it is true that less x-ray therapy is being used in the treatment of benign cutaneous 
conditions, x-ray therapy is still indispensable in the treatment of acne vulgaris, many 
kinds of verrucae vulgaris, and many other inflammatory conditions. To make a statement 
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to the contrary, indicates a complete lack of experience in the diagnosis and treatment of 
cutaneous conditions. In 1931, I read a paper at the annual meeting of the American 
Roentgen-Ray Society on the treatment of warts. The technique was minutely described. 
We have treated many thousands of warts as have many other dermatologists. We have 
never produced a radiodermatitis ; yet I have never seen a plantar wart properly treated by 
a radiologist. He is not equipped by experience, equipment, or trained assistants to do 
the job. 

4. A cursory survey of ten competent radiologists, who are members of the American Board 
of Radiology, revealed the fact that not a single one had more than a smattering of training 
in the treatment of cutaneous conditions other than cancer. 


5. A review of the cases of radiodermatitis seen in our office during the past ten years, reveals 
the fact that more cases of radiodermatitis were produced by the radiologists than by the 
dermatologists. In fairness, it should be stated that more than half were produced by some 
form of “quackery.” 


6. Radiologists of my acquaintance readily admit that they know little or nothing regarding 
the diagnosis and treatment of cutaneous diseases, with the exception of cancer; yet there 
are still many radiologists who treat inflammatory cutaneous conditions on the request of 
general practitioners and many other physicians unqualified to make a proper diagnosis or 
to supervise treatment in the particular condition. Dr. Chamberlain might better exhibit 
his “crusading spirit” in his own specialty. Does he or anyone else maintain that a 
physician who cannot diagnose a skin disease knows more about the treatment of that 
disease than does the physician in that specialty? 


” 66s 


7. The factors of “accidental overexposure,” “inaccurate or incomplete knowledge of patient’s 
previous exposures to irradiation,” and “lack of appreciation of the significance of the 
intervals between exposures,” are constant, everyday, conditions that every dermatologist 
faces. These factors are merely a few of the details that are the “ABC’s” of a derma- 


tologist’s practice. Very truly yours 


Eart D. Ossorne, M.D. 
71 North St. 
Buffalo 2 


To the Editor: It is regrettable that Dr. W. Edward Chamberlain publicly threw barbs at 
dermatologists. Such remarks serve only to discredit the entire medical profession. 

Whereas acne vulgaris formerly was treated by x-rays, today satisfactory control frequently 
may be achieved by other means. Nevertheless, there are still some cases of acne in which x-ray 
therapy is beneficial after all other methods of treatment have failed. 

Keloids, when young, are still best treated by radiation; and when surgery is used, it is 
followed by radiotherapy. 

Treatment of plantar warts by x-ray, in selected cases, should not be condemned, assuming 


‘that the x-ray technique advocated by the “top men” in dermatology is used. 


It is still our considered opinion that the best way to treat simple and cavernous hemangiomas 
is by radiation therapy. Our present technic of radium application has been used for the past 
twenty years. No unfavorable sequelae to this form of radiation therapy have been noted. The 
x-ray therapy technic we use for hemangiomas is conservative and safe. The present fears of 
blindness, retardation of bone growth, sterility, and other radiation sequelae are wholly without 
factual basis when modern x-ray or radium technic is employed. It is most unfortunate that 
parents of children with hemangiomas are frightened by physicians who themselves are mis- 
informed about the results of radiation therapy properly administered. 

X-ray epilation of the scalp for the treatment of tinea capitis, due to audouini infection, is 
still being used mainly because even our most modern fungicidal chemicals frequently fail to 
achieve a cure. 

Dr. Chamberlain is correct in stating that many of the benign dermatoses will respond to 
therapy other than irradiation. Of these, the dermatologist is surely more cognizant than the 
radiologist. Grorce C. ANDREws, M.D. 
Antuony N. Domonkos, M.D. 

115 E. 61st St. 
New York 21 
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SKIN BIOPSY PUNCHES POWERED WITH A HAND TOOL 
December 16, 1955 


To the Editor: I was interested to see in the December issue of the ARCHIVES a report by 
Dr. James H. Mitchell entitled “Skin Biopsy Punches Powered With a Hand Tool” (A. M. A. 
Arca. Dermat. 72:576, 1955). 

I would like to call to your attention that the use of hand tools for powering skin biopsy 
punches was first described by my father, Dr. Erich Urbach in 1928 (Urbach, E., and Fantl, P.: 
Biochem. Ztschr. 196:471, 1928). In addition, Dr. Walter Shelley and I were the first ones to 
introduce the guards for use with this technique and fully described this method in the Journal 
of Investigative Dermatology (J. Invest. Dermat. 17:131, 1951). 

I believe it is unfortunate that Dr. Mitchell did not refer to either of these publications in 
his paper. I would appreciate it very much if you would call this omission to his attention, 
and I request earnestly that an Addendum or Erratum be published in the ARCHIVEs pointing 
out that Dr. Mitchell’s observation is not an original one. 

I would very much appreciate your comments. 

Very sincerely yours, 


FREDERICK Ursacu, M.D., 
Dermatologist 
Roswell Park Memorial Institute 
Buffalo 3, N. Y. 


December 28, 1955 


To the Editor: I regret that Dr. Frederick Urbach feels hurt that I did not mention his paper 
(J. Invest. Dermat. 17:131, 1951) and that of his father (Urbach, E., and Fantl, P.: Biochem. 
Ztschr. 196:471, 1928), and inasmuch as that is a fact I apologize. 

There is nothing in my short clinical note to imply that I claimed originality and nothing 
that could lead the most casual reader to infer that I did make such a claim. The fact that I 
began the note by stating that I was impressed by the Mill-Bilt exhibit and that the simple, 
inexpensive Moto-Tool in my possession might be suitable for powering the punches preclude 
any claim on my part for originality or for priority. Moreover, the Moto-Tool described costs 
less than half the one described in Dr. Urbach’s paper and turns up to 25,000 rpm, whereas the 
one he described was rated at 2,000-3,000 rpm, and high speed of the motor is the essence of the 
painlessness of the technique. 

I took for granted that the powered skin punches were recognized as an accomplished fact, 
Kromayer (Rotationsinstrumente, ein neues technisches Verfahren in der dermatologischen 
Kleinchirurgie, Dermat. Zischr. 12:26, 1905) having described the method in 1905. I tried to make 
it clear that my only contribution consisted in calling attention to a small, light, low-priced, 
readily obtainable, very high speed motor in the chuck of which the shaft of the Mill-Bilt punches 
fitted perfectly. Not having seen the punches made by Emesco Dental Company of New York 
City, or those made by the United Surgical Corporation of Marmaroneck, N. Y., I am unable 
to state whether those shafts would fit the Moto-Tool chuck. 

My sin of omission is somewhat minimized in that it is shared with me by Max Wolf 
(Use of Rotary Punches for Skin Biopsy, A. M. A, Arcu. Dermat. 71:640-641 [May] 1955), 


who fails to mention Dr. Urbach’s paper. Yours most sincerely 


James H. MitcHELL, M.D. 


PSORIATIC ERYTHRODERMA 
November 15, 1955 
To the Editor: In the paper entitled Psoriatic Erythroderma by Kurt O. Schlesinger and 


Milton Rosenbaum, which appeared in the July, 1955, issue of the A. M. A. ARCHIVES oF 
DERMATOLOGY, it was stated that 


A man with chronic psoriatic erythroderma, which had immobilized him economically 
and socially over a four-year period, during which he received intensive treatment in 
various dermatological centers, responded to collaborative handling by dermatologist and 
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psychiatrist with remarkable reversal of his illness over a three-month period. He 
became able to work again and is developing interpersonal relationships on other than 
a disturbed and totally dependent basis. These gains have been maintained and extended 
in the 15 months he has been out of the hospital. 


It was further stated that this patient had for years been wandering in and out of the offices 
of dermatologists and had become “pauperized.” It was implied that none of these dermatologists 
had recognized the emotional component of his disease; it was further implied that had it not 
been for the authors’ coming to his rescue and initiating psychotherapy this man might have 
lingered indefinitely and hopelessly on dermatologic wards. The Deus ex machina in the person 
of Dr. Rosenbaum, aided by a Dr. Kaplan and a Dr. Macht, interviewed the patient (according 
to the published paper) in front of the class—excerpts from this interview, curiously enough, were 
printed verbatim—and, in the subsequent discussion with the students, gave a penetrating psycho- 
dynamic formulation of the patient’s disorder—this also is rendered verbatim. 


Had we known nothing about this patient, the account given by Drs. Schlesinger and Rosen- 
baum would have impressed us as extraordinary. A comprehensive psychodynamic evaluation 
formulated on the basis of the history and the single interview (in the presence of a class of 
undergraduate students) is a remarkable feat. Equally noteworthy are the reported therapeutic 
accomplishments in so short a period as a total of 30 hours within seven weeks. 


As it happens, however, the undersigned do have knowledge of this patient—we both had 
been his physicians. One of us (C. S.) treated him in Chattanooga for a long period from both 
the somatic and the psychic viewpoints. The other (M. E. O.) was his physician during his stay 
in Los Angeles. We both fully realized that the patient was an emotionally disturbed person 
and he was, therefore, referred (by M. E. O.) to a psychoanalyst for psychiatric evaluation and 
therapy. The patient was seen by the psychiatrist for a total of 12 hours during a period of six 
weeks. The psychiatrist’s psychodynamic formulation was essentially the same as that set 
forth by Drs. Schlesinger and Rosenbaum. Unhappily the combined efforts of the psychiatrist 
and the dermatologist (M. E. O.) were not followed by the striking success reported by Drs. 
Schlesinger and Rosenbaum. Because the financial situation of the patient did not permit con- 
tinuation of the psychotherapy with a private psychiatrist and since he was a nonresident of the 
State of California, M. E. O. was unable to secure free psychiatric care for him. As to the 
patient’s becoming pauperized, neither of the undersigned was compensated for his care; on the 
contrary, C. S. actually provided gratuitously, also, large supplies of steroid hormones. 


The point that puzzles us most is that Drs. Schlesinger and Rosenbaum evidently were 
unaware of the fact that the patient had already received psychiatric care. However, C. S. inter- 
viewed him in August 1955, two and a half years after he had left the authors’ care and one 
month after the publication of their paper, and was told by him that he most certainly had 
informed Drs. Rosenbaum and Schlesinger of his previous psychotherapy. We can, then, only 
assume that the patient is a pathologic liar. It would seem that the 30 hours of successful psycho- 


_ therapy reported should have been sufficient to uncover this trait, although it was not revealed 


during his previous psychiatric interview in Los Angeles. 


As to the psoriatic erythroderma, it was still active when C. S. saw him this last August, 
and the patient was still unable to manage without steroid hormones. This agrees, of course, 
with the authors’ own appended note dated June 1954, two years after they had prepared their 
original report. 


We are both students of psychocutaneous medicine and we believe that the psychodynamic 
formulations as set forth by the psychoanalyst in Los Angeles and, subsequently, by the authors, 
have uncovered important factors in the pathogenesis of this patient’s dermatosis. But psoriatic 
erythroderma is a complex and poorly understood disease. To give the impression that such a 
difficult cutaneous problem can be solved by brief psychotherapy is misleading. In order to 
clarify the facts in this particular patient on whom the authors’ case rests, we submit this letter 


for publication. Sincerely yours, 


MAXIMILLIAN E, OBERMAYER, M.D. 
3875 Wilshire Blvd., Los Angeles 5 


CLARENCE SHAW, M.D. 
708 James Building, Chattanooga 2, Tenn. 
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December 8, 1955 


To the Editor: Drs. Obermayer and Shaw have read implications into this paper which were 
not intended. It is not meant as a critique of dermatological practice, nor did we wish to call 
into question the awareness of dermatologists of emotional factors. The patient’s peregrinations 
and hectic search for a cure and his failure to derive lasting benefit from treatment were cited as 
reflections of his disturbance. His loss of economic status was also symptomatic of the degree of 
his disturbance and due to his cessation of self-supporting activity and was not cited in an effort 
to charge anyone with pauperizing him. However, the total dependency to which this patient was 
reduced was a fact apparent on admission to the hospital. 

My failure to cite the twelve hours of psychotherapy is an oversight for which I am sorry, 
but it‘'does not in any way change the focus or thesis of our paper. The patient is not a patho- 
logical liar. 

The psychodynamic formulation’s having been arrived at with undue speed is a criticism I 
feel no need to answer. The protocol of the interview before the students is printed as an example 
of the weekly psychosomatic student conferences traditional at Cincinnati General Hospital for 
some years, and I find it difficult to apprehend Drs. Obermayer and Shaw’s objection to it. 

The results of treatment are fairly reported, and we make no claim to having cured this man. 


What has happened has been accurately set out. Sincerely yours 


Kurt O. ScHLESINGER, M.D. 
3246 Scott St. 
San Francisco 23 
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Weare delighted to announce that the Board of Trustees of the American Medical Association 
has appointed Dr. Louis A. Brunsting of the Mayo Clinic to the Editorial Board of th 
Archives. 





The virus of the TV give-away craze has apparently infected dermatology. Both the American 
Dermatological Association and the American Academy of Dermatology and Syphilology now 
offer handsome cash prizes for work which used to be looked upon as labor of love. 


The American Dermatological Association’s announcement of the winners of this year’s 
Annual Essay Contest list the following: 


First prize: Dr. Alfred W. Kopf, New York—“Histochemical Studies in the Distribution 
of Alkaline Phosphatase in Normal and Pathologic Human Skin.” The prize, $500 
and an all-expense paid invitation to present his paper at the annual meeting next 
June in Santa Barbara, Calif. 


Second prize of $400 went to Dr. James F. Riley and Dr. B. G. West, of Dundee, 


Scotland, for their manuscript on “Skin Histamine: Its Location in the Tissue Mast 
Cell.” 


Third prize of $300 was awarded to Dr. John G. Rukavina, of Ann Arbor, Mich., for 
his paper on “Familial Primary Systemic Amyloidosis—An Experimental, Genetic 
and Clinical Study.” 


Fourth prize of $200 went to Dr. John S. Strauss, of Philadelphia, for his paper “Pseuda 
Folliculitis of the Beard.” 


We are informed that applications are now being received for space for Scientific Exhibits 
at the next meeting of the American Academy of Dermatology in Chicago in December, 1956. 
Awards of $100 and $50 will be given for the best exhibits in each of the following categories : 
1. Original Investigation; 2. Teaching Value; 3. Historical. All correspondence concerning this 
exhibit should be sent before June 1, 1956, to Dr. Stanley Huff, Director of Scientific Exhibits, 
636 Church St., Evanston, Ill. 





The Sigmund Pollitzer Lecture, this year, will be given March 19, 1956, by Dr. Walter B. 
Shelley, of the University of Pennsylvania School of Medicine. The subject: “Recent Studies on 
the Physiology and Biochemistry of Itching.” No significance should be attached to the fact that 
the lecture will be given in the Psychopathic Amphitheatre of Belleview Hospital. 





Activities Elsewhere: The 23d Congress of the German Society of Dermatology will be 
held May 23-27, 1956, in Vienna, Austria, and a meeting devoted to Dermatologic Illustrations 
will be held July 27 at the University Clinic for Skin Diseases at Freiburg, Breisgau. The First 
International Congress of Human Genetics will meet Aug. 1, 1956, in Copenhagen, Denmark. 
Chairman of the American Committee is Dr. Franz-J. Kallman, Professor of Psychiatry, 
Columbia University. 





According to one of those commercial house organs which reports news notes of men in 
medicine, Dr. Eugene Farber of Stanford University Medical School will be in charge of 
Dermatology Research Laboratories to be financed by funds raised from private and “pubic” 
sources. 
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Introduction to Virology. By Gilbert Dalidorf, M.D. Price, $3.50. Pp. 102. Charles C 
Thomas, Publisher, 301-327 E. Lawrence Ave., Springfield, Ill., 1955. 


The knowledge of virus diseases has developed to such a great extent in recent years that, 
in the opinion of the author, the stage is now set for clinicians and laboratory workers, in any 
well-organized hospital, to study virus diseases and with rather simple equipment. In this short 
and plainly written book, based on lectures and laboratory exercises given to students in the 
School of Medicine, University of Buffalo, the author briefly discusses the important virus 
diseases, including the poxes, the herpes and the virus exanthems; the special techniques suitable 
for beginners, the major hazards likely to be encountered, and precautions to be followed. All 
of the material is covered briefly but altogether adequately, and the techniques of procedures, 
as egg inoculation, tissue cultures, etc., are described and their interpretations explained in 
understandable terms. 

The book is an excellent source of general information on virus diseases. It will not serve 
as a reference book, but then it was intended to be an introduction to the subject and as such it 
is recommended highly. 


Systemic Lupus Erythematosus. By A. McGehee Harvey, M.D.; Lawrence E. Shulman, 
M.D.; Philip A. Tumulty, M.D.; C. Lockard Conley, M.D., and Edyth H. Schoenrich, M.D., 
The Department of Medicine of The Johns Hopkins University and Hospital. Price: $3.00. 
Pp. 437. The Williams & Wilkins Company, Mount Royal and Guilford Aves., Baltimore 2, 
1955. i 


This monograph is a reprint of the authors’ previous publication in Medicine. The work is 
based on the thorough observation of their own 138 cases and on the review of the entire literature. 
It lists 280 references. The authors discuss all internal, clinical, pathological, and laboratory 
aspects of systemic lupus erythematosus most adequately. Their chapters on prognosis and therapy 
are also excellent. The description of the mucocutaneous manifestations, however, is somewhat 
short and sketchy. It is regrettable that there is hardly any description of the lesions of the 
mouth mucous mebranes or of the erythema perstans—lesions of the face which are particularly 
likely to end with systemic disease. The provocative effects of sunshine is stressed, but preventive 
measures such as the use of sun-screen preparations are not mentioned. These preparations are 
important not only in the prevention of systemic disease but also in the management of inter- 
missions. 

One may think that the study of morphological minutiae has become obsolete since the 
discovery of the L. E. phenomenon and other laboratory signs. But this is not the case, because 
these signs may be entirely absent in the early phases of the disease with chronic localized 
lesions, such as for instance the silvering of the lower lip or the facial erythema perstans lesions. 
At that time attempts still can be made to prevent generalization. 

Historically, the development of our knowledge of this disease has been remarkable, indeed. 
As the authors state, systemic lupus erythematosus was first described by Kaposi in 1872. Ever 
since, his description has enabled dermatologists to diagnose this disease with no great difficulty. 
For more than 75 years, however, only dermatologists and a few pathologists knew about it. 
Only in the last two decades, with advancing knowledge of the clinical and laboratory signs of 
this dreaded disease has it become one of the important entities in internal medicine. The present 
monograph illustrates that although good internists equipped with a good laboratory may well 
cope with it once it has fully developed, they still require the cooperation of the dermatologist who 
has grown up with the intimate knowledge of its mucocutaneous manifestations. 
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THE STASIS SYNDROME 


EUGENE M. FARBER, M.D. 
AND 
VIRGINIA R.- BARNES, M.D. 


San Francisco 


ee THE normal circulation, venous return depends on hydrostatic capillary 
pressure, action of the intrinsic muscles of the legs, state of the venous valves, 
and changes in intrathoracic pressure associated with movements of the diaphragm. 

The complications secondary to varicose veins are edema, pigmentation, eczema, 
chronic indurated cellulitis, recurrent thrombophlebitis, ulceration, and lymphedema. 

Normally, the capillary loses an insignificant amount of protein. With the 
formation of varicosities, the hydrostatic pressure of the veins increases. Fluid 
filtration into the tissues increases proportionally, and large amounts of protein 
are lost by the capillaries. The lymphatics are unable to resorb the large amounts 
of fluid and protein, and edema results. 

Owing to the great increase in hydrostatic pressure in the capillary bed, trauma 
to the lower legs or ankles results in rupture of the capillary wall with extravasation 
of erythrocytes into the cutis. Pigmentation results from deposit of hemosiderin. 

The_exact pathogenesis of stasis eczema is unknown. Factors such as edema, 
hypoxia, and poor nutrition, combined with scratching and trauma, are to be 
considered of pathogenic significance. 

In cases of persistently elevated venous pressure, the walls and valves of the 
lymphatic vessels become thickened and there is perilymphatic fibrosis, producing 
irreversible changes. The fibrosis is probably associated with edema fluid of high- 
protein content, which has been found to provoke fibrous tissue proliferation. The 
fibrotic tissue is periodically involved in a low-grade inflammatory process secondary 


‘ to excoriations and eczematous changes in the epidermis. When the inflammatory 


process clears, the tissues are left in a brawny fibrotic state, and occasionally 
deposits of calcium are left in the sclerotic areas. The picture is that of marked 
sclerosis apparently secondary to avascularity. 

Ulceration occurs first in areas of greatest devitalization, the commonest site 
of which lies around the malleoli because the communicating veins in this region 
receive little support from the tendons through which they pass. 

Lymphedema is commonly associated with chronic venous insufficiency. The 
lymphatics of the lower extremity are damaged by the preexisting thrombotic 
state. The walls and valves of the lymph channels are thickened; there is peri- 
lymphatic fibrosis, and obstruction may occur. The lymph channels suffer identically 
as the veins in the stasis syndrome. Lymphatic stasis may persist after the venous 
stasis which initiated it has been relieved. 





Shown as a scientific exhibit at the 75th Annual Meeting of the American Dermatological 
Association, Belleair, Fla., April 17-21, 1955. 
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VARICOSE VEINS 





l 1O-17% of population. 


2. 75% of varices occur be- 
fore age 30. 


3. After age 20 fatio of 
female to male is 4-1. 
(factor of pregnancy) 


VENOUS BLOOD IS RETURNED TO 
THE HEART BY 3 MECHANISMS 





|. Capillary blood pressure. 
2. Movement of diaphragm. 


3. Action of intrinsic muscles 
in the leg in conjunction 
with competent venous valves 


IN NORMAL CAPILLARY 





@ Fluid moves from capillary to 
tissue space at the arterial end, 
and from tissue space to capillary 
at the venous end of the capillary. 


@ Under normal conditions the 


capillary loses an insignificant 


amount of protein (96% efficient) 
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VARICOSE VEINS 





|. Primary: 


a. Develop spontaneously. 
b. Hereditary weakness. 


2. Secondary: 





Develop after venous 
obstruction. 


eg: Lliofemoral thrombophlebitis. 


THE CAPILLARY 





|. The functional unit of circulation. 


2. Exchange of food and metabolites 
between tissue and blood stream. 
Occurs through capillary endothelium. 





The arteries, heart, and veins are mem- 
bers of a transportation system facilitating 
capillary exchange and are important 
only in so for as they aid or hinder 
capillary function 


DIAPHRAGM 





@ Pressure in normal peripheral 
veins distal to the diaphragm in- 


creases with inspiration and 


decreases with expiration. Pressures 
may vary 10mm. H50 with 


Ordinary quiet respiration. 
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STASIS SYNDROME 


CENTRAL HEART 





|. A true blood pump. 
2. Valves of heart. 


3. Cardiac musculature. 


PERIPHERAL 
VENOUS HEART 





|. A true blood pump. 


2. Valves of the vein. 


3. Intrinsic muscles 


4. Destruction of valves. ph. ther leg. 


4. Destruction of valves 


— CARDIAC failure — VENOUS failure 


VARICOSE VEINS 





Increased hydrostatic pressure. 
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April 20, 1955 


Pityriasis Lichenoides et Varioliformis Acuta. Presented by Dr. Lours Rustn, Rock- 
ford, Il. 


A 23-year-old white man states he had no cutaneous eruption prior to about March 1, 1955. 
At that time he developed a dry scaly lesion on his right thigh, and a few days later a general- 
ized, erythematous, papular eruption. There were no premonitory symptoms. 

At present on his neck, trunk, arms, upper legs, and areas of feet he has erythematous papules 
up to about 8 mm. in diameter. Many lesions have hemorrhagic centers and hemorrhagic 
crusts. Some lesions have become ulcerated, and a few have a suggestion of a vesicular center. 
Pruritus is marked. 

Biopsy section shows the epidermis to be necrotic in one area. Bordering this there are large 
swollen epithelial nuclei and pale-staining binucleate cells. The cytoplasm of some epithelial 
cells is condensed and assumes the appearance of individual cell keratinization. Many of the 
nuclei are pyknotic. The cell outlines are indistinct in many areas of the rete. There is an 
intense inflammatory infiltrate surrounding the vessels of the cutis and in the superficial corium, 
where there is hemorrhage and blending of the infiltrate with the corium. 

Blood examination showed 5,160,000 red cells, 6,200 white cells, 14.3 gm. hemoglobin per 
100 cc. Differential count: basophiles 2%, eosinophiles 4%, stab forms 5%, segmented forms 
62%, lymphocytes 21%, monocytes 1%. Kahn reaction was negative. 


Pityriasis Lichenoides et Varioliformis Acuta. Presented by Dr. Louis Rustn, Rock- 
ford, Ill. 


A white boy, aged 5 years, has had pea-size dry scaling papules in the scalp and scattered 
elsewhere for about two years. There has been some spontaneous improvement in the summer, 
otherwise the condition has remained static until about two months ago, at which time some 
of the papules developed a more purple hue. Since then the eruption has become progressively 
worse. Many new lesions have appeared, and some have become hemorrhagic, some thickly 
crusted, and some ulcerated. No vesicles have been seen. Lesions are present on the scalp, 
face, trunk, and extremities. 

Blood examination showed 4,460,000 red cells, hemoglobin 13.6 gm. per 100 cc., 8,800 white 
blood cells with 1% eosinophiles, 12% nonfilaments, 33% filaments, 54% lymphocytes, and 1% 
monocytes. 

The biopsy section, taken from a dry, scaly, nonhemorrhagic papule, shows a regularly 
acanthotic rete, with papillae close to the surface. There is some hemorrhage and edema in the 
papillae with a rather dense lymphocytic infiltrate in the corium. 


DISCUSSION ON TWO PRECEDING CASES 


Dr. Witttam K. Forp, Rockford, Ill.: I think the first patient, the 23-year-old man, pre- 
sented very typical findings of this condition, a generalized eruption with vesicular together with 
hemorrhagic lesions. In the second case, the 5-year-old boy, I thought I saw some findings that 
might be questionable. On the thighs and legs the lesions were quite typical of psoriasis. In 
one instance I thought I saw a Koebner’s phenomenon. The slides showed an elongation and 
clubbing of the rete pegs as well as keratotic changes. The slides seemed to fit very much better 
with psoriasis. 

Dr. THEODORE CorNBLEET: The younger patient had rupioid lesions on the back. I have 
not seen or heard of such changes in Habermann’s disease, but I suppose since vesicles are 
present, such crusted structures could occur. 
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Dr. Epwarp A. Ouiver: I agree with what Dr. Ford says. The first case is typical of a 
very exaggerated case of Habermann’s disease and shows all of the lesions. I have never seen 
a case that showed as many hemorrhagic crusts as this one does. It is a typical case. I do not 
think the second case is one of pityriasis lichenoides et varioliformis acuta. I think it is a 
case of psoriasis, a very unusual case, but it does not show the findings one sees ordinarily in 
Habermann’s disease. 

As to the treatment of the first case, I recently had a query from the A. M. A. as to treat- 
ment of this disease. Unfortunately there is very little that one can do except to give a little 
essence of time. I do think ultraviolet exposures twice a week are of value, together with a 
soothing lotion. But most cases clear up without any trouble. Sometimes they last two or three 
months. Very seldom do they develop into the chronic type of pityriasis lichenoides. 

Dr. S. J. Zakon: Do they ever last two years? 

Dr. Epwarp A. Oxiver: I do not think so. The cases I have seen have not lasted over 
three or four months. 


Acrodermatitis Chronica Atrophicans. Presented by Dr. RicHarp B. StoucHTon and (by 
' invitation) Dr. E. H. Fercuson. 
DISCUSSION 


Dr. Kurt Wiener, Milwaukee: This patient told me she was born in Poland. I remember 
that Jadassohn once told me that when he came from Breslau, near the Polish border, to Berne 
he did not see a case for a long time, and then one day after having been for years in Switzer- 
land he saw one case in his office. He asked the patient where she came from and she said from 
Breslau. I myself when I came to America did not see a case for several years. My first case 
in Milwaukee was a nun who had come from Silesia in eastern Germany. 

Now it is generally agreed that this disease is an infection which seems to be more preva- 
lent in eastern Europe. The cause is still unknown. 

There have been good results with the newer antibiotics. 

I should like to know the sedimentation rate, because it is usually high in this type of case. 

Dr. S. J. Zaxkon: The late Dr. Oppenheim once told me that acrodermatitis chronica 
atrophicans is most frequently seen among people of the Austro-Hungarian Empire. In a recent 
paper Hauser (Zur Klinik Atiologie und Pathogenese der Akrodermatitis Chronica Atrophicans, 
Hautarzt 2:77, 1955) confirms Oppenheim’s opinion regarding the epidemiology of this disease. 
Hauser considers acrodermatitis chronica atrophicans a disease that is probably caused by an 
infectious agent of unknown origin. Acrodermatitis chronica atrophicans occasionally responds 
favorably to penicillin therapy. However, we must add that acrodermatitis chronica atrophicans 
has been reported in natives of North and South America as well as in almost every part of 
the world. « 

Dr. W. A. Rosenserc: I should like to ask Dr. Wiener how he would explain this on an 
infectious basis since these cases are as a rule unilateral and persistent over so many years. I 
have seen one case that persisted over 20 years. 

Dr. Kurt Wiener, Milwaukee: I do not think that the long duration, which may be over 
30 years, militates against the infectious theory. Tuberculosis may go on for 30 years. One 
should not expect too much from penicillin therapy. Penicillin will not restore an atrophic skin, 
but it may put an end to the progressive nature of the case. 

As to the remark of Dr. Zakon, I did not claim that this is entirely a disease of eastern 
Europe but I do think that it is much commoner in eastern Europe. As to the prevalence in 
France, the number of published cases does not mean much, because the patients went over to 
France for help from all over Europe after having been seen in all the big centers. 

Dr. E. H. Fercuson (by invitation): I should like to thank the discussers. Recently, in 
the November, 1954, issue of Der Hautarst, a series of experiments by Gotz were reported, which 
pointed to and supported the theory of micro-organisms as the cause of acrodermatitis chronica 
atrophicans. The author took skin from an area of acrodermatitis chronica atrophicans. on the 
arm and transplanted it to a similar area of-a healthy subject, and after 150 days there was 
still a chronic inflammation somewhat resembling, on histological study, the changes of early 
acrodermatitis chronica atrophicans. There was a perivascular inflammatory infiltrate of lympho- 
cytes and plasma cells and a commencing atrophy of the epidermis. 

A similar type of biopsy section was transplanted from the forearm of one healthy subject 
to that of another healthy subject and resulted in no inflammation. A transplant from the area 
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of chronic inflammation on the arm of the healthy person who had received skin from the acro- 
dermatitis patient to the arm of another healthy person resulted in a chronic inflammation 
present after 70 days and similar to the first mentioned. Healthy skin from the patient who had 
developed a lesion after the original transplant caused only a mild inflammation in a healthy 
recipient. Skin from the antecubital fossa of the original patient was transplanted to the extensor 
forearm of a healthy person, and this resulted in no response. Involved skin of a patient with 
acrodermatitis chronica atrophicans. who had been treated with penicillin produced no inflamma- 
tion when transplanted to a healthy person. An ultrafiltrate of involved skin from a patient with 
the disease incited an area of erythema when injected into the skin of a normal person. However, 
no micro-organisms could be isolated. 

In order to elicit a reaction the involved skin must be transplanted to an area in a healthy 
person where the disease normally occurs. 


Scleroderma. Presented by Dr. Davin V. Omens and (by invitation) Dr. Harotp D. OMENS 
and Dr. Cartos Dex Busto. 
DISCUSSION 


Dr. F. J. Szymanski: In the history there is a note which states that the patient is having 
difficulty swallowing. It might be interesting to note that in addition to the extreme sclerosis 
that occurs in the connective tissue along the course of the esophagus, a large percentage of 
these patients show typical leucoplakia at the lower end of the esophagus. Recently scleroderma 
was reviewed by two internists in the 4. M. A. Archives of Internal Medicine, and this was 
later abstracted in “Modern Medicine.” At the conclusion of the article, corticosteroid hormones 
are recommended. Four or five years ago we had two cases of systemic scleroderma at the 
University of Illinois. ACTH was given intravenously, and during therapy both patients devel- 
oped signs of renal failure. Previous to the hormone therapy, renal function had been normal. 
Soon after, similar bad results were mentioned in the literature with the use of cortisone and 
ACTH. Dr. Paul O’Leary, during an address before the American Academy of Dermatology 
and Syphilology, reiterated the same warnings of renal injury following corticosteroids for 
generalized scleroderma. 

Dr. Kurt Wiener, Milwaukee: Taubenhaus and Lev published a case of scleroderma 
treated with cortisone. The authors did biopsies before and after treatment, which showed 
straightening of the fibers and definite improvement. Later this was not confirmed, but I think 
it should be tried again. 

Dr. ZACHARY FELSHER: There is one other disease in which ACTH and cortisone should 


be used very carefully, that is in periarteritis, where these drugs may close off the vessels in 
the kidneys. 


Malignant Melanoma with Metastases. Presented by Dr. THEopoRE CoRNBLEET and Dr. 
Srmney Barsky and (by invitation) Dr. Lreonarp Hort and Dr. A. DuEMLING. 


DISCUSSION 


Dr. Ricnarp B. StoucHton: One is always at a loss to know what to do with a case of 
malignant melanoma. There is perhaps one field of interest that has not been adequately explored 
and this is the relation of endocrine factors to melanoma. Of the few cases that have been 
reported before puberty, some have shown definite abnormalities of the endocrine system. As 
everyone knows, ordinary nevi may grow during puberty or pregnancy. 

Encouraging results have been obtained by gonadectomy, adrenalectomy, and hypophysectomy, 
alone or in combination, in cases of prostatic and breast cancer. Perhaps hypophysectomy, alone 
or in combination with adrenalectomy, would be worth trying in these otherwise hopeless cases. 
The Neurosurgery Department at the University of Chicago has been quite successful in destroy- 
ing the pituitary gland with implants of radioactive yttrium. 

Dr. S. W. Becker Jr.: This patient’s urine darkened on standing. This is a common finding 
in patients with melanoma metastases to the liver. In the past, darkening of the urine has been 
considered diagnostic of liver metastases. This is not true. The intermediate chemicals formed 
in the conversion of tyrosine to melanin are soluble. If there is enough melanoma tissue in 
the body, these materials will appear in the blood and urine. 

Radioactive iodine has been used in the treatment of malignant melanoma. In the only patient 
that I have seen treated with this material, all of the iodine was taken up by the thyroid and 
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none reached the melanoma. If the thyroid were inactivated by thiouracil, the radioactive iodine 
might be absorbed by the malignant melanoma. 

Dr. THEODORE CoRNBLEET: Drs. Stoughton and Becker’s suggestions are interesting. I do 
not know that ablation of the adrenals would not have a favorable effect in staying this vicious 
new growth. On the other hand, this procedure on theoretical grounds would seem to increase 
a pigmentary process. When it comes to a matter of that kind I would rather see the pituitary 
removed. That would do everything hoped for here after adrenalectomy and besides remove one 
stimulus to pigment production. 


Psoriasis of Hands (Occupational ?). Presented by Dr. Otto C. STEGMAIER, Davenport, Iowa. 

Poikiloderma Vasculare Atrophicans. Presented by Dr. RICHARD B. STOUGHTON and (by invitation) Dr. SyLvia 
F, GriEM. 

Lymphoblastoma. Presented by Dr. W. A. ROSENBERG and Dr. S. WALLIK. 

Case for Diagnosis: Exfoliative Dermatitis in an Infant. Presented by Dr. Davip M. COHEN and (by invitation) 
Dr. JoHN GUERRIERI. 

Seborrheic Eczema Improving with Pregnancy. Presented by Dr. THEODORE CORNBLEET and Dr. SIDNEY BARSKY, 
and (by invitation) Dr. LEoNarD Holt. 

Sarcoidosis-Mikulicz Syndrome. Presented by Dr. THEODORE CORNBLEET and Dr. SmpNEY Barsky, and (by 
invitation) Dr. LEonarp Hort. 

Ainhum. Presented by Dr. Davip V. OMENS and (by invitation) Dr. Harotp D. OMENS and Dr. LEONARD 
Horr, 

Condylomata Lata (Syphilis). Presented by Dr. THEODORE CORNBLEET and Dr. SIDNEY Barsky, and (by 


invitation) Dr. LEONARD Horr. 
Granuloma Inguinale. Presented by Dr. Davip V. OMENS and (by invitation) Dr. HarotD D. OMENS and 


Dr, Cartos Det BustTo. 


CLEVELAND DERMATOLOGICAL SOCIETY 


Gerard A. DeOreo, M.D., President 
Benjamin P. Persky, M.D., Secretary 


Allen E. Walke:, M.D., Reporter: 
April 28, 1955 


Echthyma Contagiosum. Presented (by invitation) by Dr. James H. McCreary, Joun H. 
Hetwic, D.V.M., CLARENCE R. Core, D.V.M., and Karu FetstKorn, D.V.M. 


A 25-year-old veterinary student, accidentally abraded his left index finger on the tooth of a 
sheep infected with contagious echthyma. One week later a vesicle surrounded by an erythema- 
tous halo developed at the site of the abrasion. One week later the patient developed enlarged 
tender lymph nodes in the epitrochlear and axillary areas. These nodes eventually receded without 
suppuration. The primary lesion on the finger gradually resolved and was healed within a month. 

During the first week of the infection the patient had symptoms of coryza but he did not 
relate it to the infection of the finger. No other systemic symptoms or objective findings were 
observed. 


Echthyma Contagiosum (Orf). Presented (by invitation) by Dr. James H. McCreary, 
Joun H. Hetwic, D.V.M., Clarence R. Corr, D.V.M., and Kari Ferstxorn, D.V.M. 


A 35-year-old white man developed several vesicular lesions on the right hand and one on the 
left hand after handling infected lambs. The lesions remained for approximately two months 
before healing. There was an associated regional lymphadenopathy, which also subsided. 

Brucella, typhoid, and tularemia agglutinins of the patient’s serum were negative. 

A microscopic examination of one of the lesions showed a wide edge of squamous epithelium, 
except in the center. Here the underlying moderately edematous and vascular fibrous stroma is 
denuded of epithelium. The stroma tissues extend to the surface through a zone of vascular 
granulation tissue and are covered by fibrin and polynuclear leucocytes. A few pegs of squamous 
epithelium are present but there is no extension of these epithelial tissues into the underlying 
stroma. 

A section of the lamb’s mouth lesion showed a picture similar to that of variola, with a 
reticular degeneration, and few if any balloon ceils. There is a marked leucocytic infiltration 
of the corium and of the vesicles. 
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DISCUSSION OF TWO PRECEDING CASES 


Joun H. Hetwie, D.V.M. (by invitation): I should like to acquaint you with contagious 
echthyma, as a veterinarian sees it. You will find this disease wherever there are sheep. In the 
state of Ohio it occurs sporadically. Farmers who have it in their sheep or goats give a history 
of the purchase of feeder lambs from the Western states. Scabs are seen on the lips or in the 
wool. The scabs are heavily laden with virus. In the Western sheep one finds it in the lambs; 
the adults are immune. You could classify the virus as reasonably resistant to weather or thermic 
conditions. The virus will stay viable in the refrigerator in excess of a year. The diseases closely 
resembles cowpox. It goes through various stages. Papules form 72 hours after vaccination. 
They persist for a few days and then vesicles form. The vesicles remain for about five days 
and then become pustules. These drain and finally a crust forms. 

From the clinical diagnostic standpoint, the only disease we might confuse this with is lip 
and leg ulceration. As one examines the lesion of contagious echthyma, there is mainly a scab 
formation, while in lip and leg ulceration there is an ulcer under a scab. The scabs on the lips 
of the lambs are wart-like in appearance, grayish to brownish in color. In addition, there is 
swelling of the tissue and some swelling of the submaxillary lymph glands. This is usually 
confined to the lip region but once in a while appears around the eyes. In exceptional cases there 
will be throat lesions or stomach lesions, but this is very unusual. 

From the economic standpoint the disease is not classified as very severe. The death loss is 
nil. There are secondary complicating factors. In the Western range sheep the screw worm 
fly larvae may be deposited on one of the lesions, which may be fatal to the animal. 

As to treatment, I do not know of any drug which will shorten the course of the disease. 
Treatment is entirely symptomatic. Something soothing and mildly bactericida! is used. 

Adequate control hinges on vaccination. In the early days infected scabs were collected, 
ground up, and to this was added glycerin in a 1:15 mixture. A long metal tube with holes and 
metal needles was used in a production line procedure to inoculate the lambs. 

Vaccination is very efficient. Figures reveal the following: In 18,000 lambs, 7000+ were 
vaccinated and 10,000+ were controls; 30 in the vaccinated group developed the disease later. 
In the unvaccinated group, 6000+ developed the infection, or 68.8%. The figures do not tell 
everything, because the 30 vaccinated which did develop the disease had lesions which were 
considerably milder than those in the unvaccinated group. 

From the immunity standpoint, once an animal has the disease and recovers, it is immune 
for at least 28 months. If the infection recurs, it is a very mild attack. Lambs born from an 
immune mother are immune, even though they drink the cholesterol milk. In Ohio it is only 
in unusual flocks that we resort to vaccination. There is commercial vaccine on the market today. 

In the range country, if the scab drops onto the ground and is exposed to the hot sun, the 
virus will stay alive 30 to 50 days. If it drops onto a moist area, it will carry over from one 
season to the next, and cold winters do not seem to have any effect on the virus. (Slides) 

Dr. JamMes H. McCreary (by invitation): Perhaps Achromycin might have helped. In 
the first case the patient’s course was a little shorter than in the other case presented and perhaps 
Achromcyin may have had some significance. 


Cavernous Hemangioma Tréated with Radioactive Gold. Presented by Dr. Etprep B. 
Hetset, Ohio State University. 


A white infant was observed first in March, 1954, at the age of 3 months because of a large 
hemangioma on and around the left ear, which had been present since birth. She had received 
three treatments of 150 r each on Dec. 15, 1953, Jan. 5, 1954, and Jan. 22, 1954. The factors were 
100 kv., 1 mm. Al filter 4% in. (0.32 cm.) distance. 

Examination revealed a large, thick hemangioma involving the left anterior and posterior 
auricular areas, measuring 6X75 cm. in size. There was an infected ulceration at the center 
of the lesion, 1.5 cm. in diameter. 

From March until June the lesion was observed regularly, and by means of antibiotics and 
local medication the secondarily infected ulcer was controlled. Other than this there was little 
change in the lesion. On June 3, 1954, 42 radioactive gold seeds in eight nylon ribbons were 


inserted into the hemangioma. They were in place for 72 hours, delivering a total of 2000 + as 
a tumor dose in that time. 
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DISCUSSION 


Dr. Etprep B. HEIsEL: (Slides) These slides will show you what we are doing with radio- 
active gold. The ribbons are threaded through a needle and inserted like a suture, for a tissue 
dose of 1200 to 20007r. This lesion was 5x9 cm. and 20007r dose was given to that area. If we 
applied the gold-correctly, we felt that we delivered a dose of 2000r over all of that area. We 
refer to tissue roentgens and not roentgens in air. We waited for four months before doing this, 
then five and one-half months to be sure of the effect of the irradiation. 

Dr. B. P. Persky: What about the comparative value of gold, radon seeds, and this 
type of treatment? 

Dr. ELprEp B. HEIsEL: The way we used it, I do not think it is much different, except that 
with radon you have a much more variable and penetrating ray. It is not as deep a penetrating 
ray, but deep enough for this type of lesion. Radon has been used mostly for permanent implanta- 
tion. With that method you have some irradiation the rest of the patient’s life. With this 
method, even if you left it in you would have irradiation for only 35 days. I do not say that 
this method is any better, but it is another modality. 


Lichen Sclerosus et Atrophicus. Presented by Dr. ELDRED B. HEIsEL, Ohio State University. 


A white woman, aged 62, was seen first on Jan. 26, 1955, at which time she complained of 
intractable pruritus of the genital area of three years’ duration. She further stated she also had 
an asymptomatic eruption on the right breast of several years’ duration. 

Examination revealed an eruption involving the right breast, vulva, and perianal areas. 
The lesions on the right breast were grouped, flat, ivory-colored, shiny papules, some of which 
were umbilicated and others of which had a central, dark keratotic plug. The vulva and perianal 
tissues were covered with a large plaque of ivory-colored, thin, atrophic skin and mucous mem- 
branes. There was fissuring and weeping of the obstetrical perineum. 

Histologic examination of a section taken from a papule on the breast revealed hyperkeratosis 
and a flat epidermis four to six cells thick, without rete pegs. Under the epidermis there was a 
zone of homogenized, edematous acellular dermis, beneath which there was a mild lymphocytic 
infiltrate. 

Therapy has consisted of the following: (1) injections of bismuth subsalicylate; (2) pheno- 
barbital, 1% grain (15 mg.) four times a day; (3) 1% Neo-Cortef ointment. The latter has given 
considerable relief from itching. 

DISCUSSION 


Dr. A. E. WALKER: The genital involvement is interesting. She has had pruritus since the 
age of 15 and probably she has had lichen sclerosis since that age. We have a patient with lichen 
sclerosus involving only the vulvar region, who dates her onset of symptoms at 15 years. She 
is now about 22, and there has been very little change. 


Dr. Etprep B. HeEtrsex: (Slides) I have two patients with lichen sclerosis who have developed 
carcinoma of the vulva. I think it is quite important to point out that this is a premalignant 
change. Both patients had lesions.on the breasts. - 


Case for Diagnosis: Parapsoriasis? Presented by Dr. L. L. Praver. 
Recurrent Pustular Eruption of the Feet. Presented by Dr. L. L. Praver. 


Case for Diagnosis: Hyperpigmentation of Unknown Etiology. Presented by Dr. ELDRED B. Heisel, Ohio 
State University. 


Linear Scleroderma. Presented by Dr. James H. McCreary (by invitation). 

Lichen Niditus. Presented by Rotanp E. Lona (by invitation), Ohio State University. 

Pityriasis Rubra Pilaris, Presentde by Dr. JaMEs McCreary (by invitation). 

Nevus Flammeus with Lymphangioma Circumscriptum. Presented by Dr. ROLAND E. LonG (by invitation), 
Ohio State University. 

Case for Diagnosis: Psoriasis of the Nails? in a Five-Year-Old Girl. Presented by Dr. L. L. PRAver. 

Subcutaneous Granuloma Annulare. Presented by Dr. L. L. PRAvER. 

Epidermolysis Bullosum. Presented by Dr. Evprep B. HEIsEL, Ohio State University. 

Xeroderma Pigmentosa. Presented by Dr. EvprEpD B. HEISEL, Ohio State University. 

Dermatitis Herpetiformis. Presented by Dr. RoLtanp E. Lona (by invitation), Ohio State University. 


288 































mt 


a 








SOCIETY TRANSACTIONS 


MANHATTAN DERMATOLOGICAL SOCIETY 


Nathan Sobel, M.D., President 


Maurice J. Costello, M.D., Secretary 
April 12, 1955 
Epidermolysis Bullosa Congenita in Twins. Myasthenia Gravis in One. Presented by 
Dr. SAMUEL M, PEcK. 


A boy and a girl, 9 years old, have had a bullous eruption since birth. Myasthenia gravis was 
noted in the girl in infancy. The parents are first cousins. The first pregnancy resulted in a 
miscarriage. The mother had hypertension and renal impairment during another pregnancy 
which resulted in the birth of a boy, now 18 years old, who suffers from myasthenia gravis. 
While pregnant with the twins, the mother again suffered from the same complications. They 
were delivered six weeks prematurely by Caesarean section. The mother’s sister has one son who 
also has myasthenia gravis. The grandparents had diabetes. There are no other known cases of 
epidermolysis bullosa or myasthenia gravis in the family. 

Both children show active lesions of epidermolysis bullosa, as well as scarring and nail 
changes. There are areas of permanent alopecia in the boy’s scalp where bullae had been present. 
The mental development of the children seems normal. They are now attending the third grade. 

Several months ago the boy was given hydrocortisone tablets 20 mg. daily by his pediatrician. 
The dose was gradually reduced, but no precautions as to low salt intake were taken, and 
the patient gained 14 lb. When the drug was discontinued about three weeks ago, the patient’s 
condition became worse. He is now taking vitamin A 50,000 units three times daily, and ascorbic 
acid 250 mg. three times daily. 


DISCUSSION 


Dr. Davip Bioom: Fraternal twins are genetically like siblings, and therefore it is not 
necessary that both show epidermolysis bullosa as in this instance. However, myasthenia gravis, 
which is also a hereditary recessive disease, is manifested here in one twin only. Cortisone is 
not indicated in epidermolysis bullosa, as very high dosage is necessary to control the eruption. 
An exception is the lethal type of epidermolysis bullosa in infants in which steroids may be life- 
saving when given for a short period to overcome a crisis, as in a case I treated. 

Dr. NATHAN SoBEL: Did you try Diodoquin? 

Dr. Davip BLoom: Yes, and it was of no help. 


Dr. S. CHIANTELLA (by invitation): Can we make a differential diagnosis between 
pemphigus congenitale and epidermolysis bullosa? : 

Dr. Maurice J. CostELLto: I questioned this girl and her parents and asked if she had 
difficulty in swallowing, and the child and her mother said that she had. I saw the same type of 
case recently where there was a bifurcated esophagus, or esophageal diverticulum in a patient 
with epidermolysis bullosa. Garb reported a similar condition in a patient with dyskeratosis 
congenita. 

Dr. Joun W. DouGHERTy: At a recent meeting a question was brought up about a 6-day- 
old infant with severe epidermolysis bullosa. The mouth was denuded so that the child wouldn’t 
eat. The pediatrician wanted to know whether he could put a plastic tube down the esophagus 
with any degree of safety. The consensus was that he had better not try it. 

Dr. SAMUEL M. PEcK: To answer Dr. Chiantella, here it isn’t a question of congenital 
pemphigus because you see it in the two children. Even if we were in doubt, the histology might 
help us, because it is my impression that the histology of congenital pemphigus is more that of 
pemphigus malignus, with typical cell changes. I think Dr. Chiantella is thinking about the cases 
that Lever reported in children below one year of age. 

Dr. WiLBERT Sacus: From the slides, I believe it is not pemphigus. 

Dr. ExtitEen REINER (by invitation): An older brother and a cousin have myasthenia; one of 
the patients has it, and both have epidermolysis bullosa. I have found no reference to the con- 
comitant occurrence of these two diseases, either in the dermatologic or the neurologic literature. 
Familial occurrence of myasthenia gravis is mentioned in I. S. Wechsler’s “Textbook of Clinical 
Neurology,” in the Archives of Neurology and Psychiatry, and in the Annals of Internal 
Medicine. 
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Lymphocytic Infiltration of the Skin. Presented by Dr. Paut Gross. 


A man aged 44, born and living in Haiti, has had an eruption on the face for the past five 
years. This has been confined to the left cheek, with an occasional lesion on the left side of 
the nose. Attacks have been intermittent and of a few weeks’ to two months’ duration. In the 
past year the eruption has been more persistent. The patient believes the eruption is worse when 
he spends more time out of doors and states that at present it is in its mildest form, He arrived 
in the United States for a visit about four weeks ago and underwent an operation for gallstones. 
on March 18. His past history is noncontributory, and a complete medical study, including 
hemograms, was normal except for cholelithiasis. 

On the left cheek are discrete reddish papules about the size of a lentil. They are slightly 
elevated and infiltrated, and moderately firm. 

The biopsy report’ noted a somewhat acanthotic and edematous epidermis. The cutis was 
diffusely infiltrated by mononuclear leucocytes which resembled large lymphocytic elements. 
Though not absolutely pathognomonic, the lesion was extremely suggestive of a lymphoblastoima. 
It did not have the usual focal infiltration of a lymphocytic infiltration. Diagnosis: Lympho- 
blastoma? 

DISCUSSION 

Dr. Witzert Sacus: Clinically, I would have thought of a type of sarcoid, such as dis- 
seminated miliary lupoid, which is the same as disseminated miliary sarcoid. ~ 

Dr. Maurice J. CostELLo: It would be interesting to see the response of the lesions to 
radiotherapy, which would help to differentiate it from sarcoid and lupus erythematosus. 

Dr. Perry Sacus: I can’t correlate the diagnosis with the recurrent nature of these lesions 
and the effect of sun on them. 

Dr. IsaporE RosEN: Clinically, it is very difficult to make a diagnosis. The tissues are too 
boggy for lupus erythematosus. 

Dr. Paut Gross: Clinically, some of the lesions give the impression of sarcoids, but the 
biopsy findings, although equivocal, at least rule out that diagnosis. The partial involution and 
frequent recurrence brought on by exposure to sunlight favor the’ diagnosis of lymphocytic 
infiltration of the skin. 


Lupus Erythematosus Bullosus. Presented by Dr. Davip BLoom. 


A man aged 45 was seen for the first time in August, 1954. He was in good general health, 
except for two lesions, one over the right mastoid area and one on the vertex, which had 
been present for two years. These lesions were erythematous plaques with atrophy and some 
crusting, and looked alike. The patient stated that from time to time small bullae appeared in 
these plaques, associated with an uncomfortable tightening sensation. During my observation 
over the past few months I have from time to time seen pea-sized serous or hemorrhagic bullae. 

A complete blood count and sedimentation rate determination gave normal figures. L. E. 
cells were not found. 

The patient responded fairly well at first to 500 mg. of chloroquin daily. However, bullae 
continued to reappear from time to time. A course of 10 injections of bismuth salicylate 
did not prevent their recurrence. Gold sodium thiosulfate therapy was recently begun. 


DISCUSSION 


Dr. SaAMuEL M. Peck: I hope all of you will have an opportunity to read Moore’s article 
in the last Journal of Geriatric Medicine—a summary of the work on the importance of per- 
sistent false positive Wassermann reactions in patients with diffuse lupus erythematosus. I am 
doing Wassermann tests on all my patients with lupus erythematosus, because he pointed out that 
so-called chronic false positive reactors are candidates for all sorts of severe, dangerous collagen 
diseases, and if they have discoid lupus erythematosus are candidates for the acute form. I wish 
you would tell me what your experience has been. 

Dr. Maurice J. Costetro: I accept the case presented tonight as one of lupus erythema- 
tosus bullosus—a very rare type of lupus erythematosus. I have seen only one other case. The 
lesions are sharply circumscribed, telangiectatic, and persistent, with recurrent bullae. These 
cases are very resistant to therapy. My only suggestion is solid carbon dioxide. He would not 
suffer any cosmetic defect. 
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Dr. WicBert Sacus: I would accept the diagnosis. If the slide shows all the features of 
lupus erythematosus and a bullous lesion, it is lupus erythematosus bullosus. I believe you 
will find histologic features of lupus erythematosus plus a bullous lesion. 

Dr. Davip BLoom: Bullous lupus erythematosus is very rare. The cases in the literature fit 
in more with the Senear-Usher type of pemphigus. 


Subacute Disseminated Lupus Erythematosus with Sclerodermatous Changes. Presented 
by Dr. SAMUEL M. PEcK. 


A woman aged 46 complained of lower back pain in August, 1951, but examination revealed no 
tenderness or limitation of motion. In June, 1952, the patient stated that her menstrual periods 
had been irregular for two months, and complained of general fatigue. In July, 1952, there was a 
recurrence of lower back pain, and in September she began to complain of pain and stiffness of 
both knees and all fingers. She was given Butazolidin, following which she developed puffiness 
of the face, 3-++ edema of both lower extremities, and right pleural effusion. She was hospitalized, 
and most of her edema was removed through the use of mercurial diuretics and a salt-free diet. 
After discharge her joint pains persisted, and she developed fusiform swelling of the fingers, 
resembling rheumatoid arthritis. She was then seen by Dr. Karl Harpuder, whose findings raised 
the suspicion of early scleroderma. The esophagram, however, was normal, and a sensitized 
sheep-cell agglutination test for rheumatoid arthritis was negative, although a roentgenogram 
of the hands showed changes suggestive of early rheumatoid arthritis. In May, 1953, an L. E. 
preparation revealed many L. E. cells in the peripheral blood, and this has been confirmed on 
many subsequent occasions. 

The patient’s clinical course has been characterized by increasingly severe joint pains, 
increasing stiffness of the skin of the hands and feet, development of hepatomegaly, and pro- 
gressively severe anemia which does not respond to iron, liver, or vitamin Bu medication. There 
has been no apparent renal involvement, never any elevation of temperature, and an electro- 
cardiogram revealed only mild nonspecific changes. 

A diagnosis of disseminated lupus erythematosus was made, and the patient has been main- 
tained on hydrocortisone, 30 to 40 mg. a day. One month ago the patient developed a generalized 
hemorrhagic bullotis eruption on the legs, with scattered lesions on the arm and trunk. There 
was also a severe ulcerative stomatitis, with marked submaxillary adenitis. Biopsy of a lesion on 
the leg showed a peculiar diffuse polymorphonuclear infiltrate and an extravasation of red cells 
throughout the cutis. The lesions cleared with large doses of ACTH. 


DISCUSSION 


Dr. Paut Gross: The lesions on the feet show definite atrophy, which favors the diagnosis 
of subacute lupus erythematosus rather than a Trichophyton rubrum infection. 

Dr. Georce M. Lewis: I think the diagnosis of subacute disseminated or systemic lupus 
erythematosus was-made on the basis of finding L. E. cells. It is important that the preparation 
be made by someone who understands the procedure. If that was so in this case, I think no one 
can dispute the diagnosis. I accept it as a positive means of identifying acute lupus erythematosus. 
That would bear out what I have said, that this disease is not acute but a chronic disease that 
may become acute at any time, and L. E. cells may be found during that whole period. There 
are certain evidences of fungous infection in the nails. Some lesions make one think of T. 
gypseum and others of T. purpureum, so he may have a double infection, which might in part 
account for the clinical picture on the feet. I think fungus studies might be carried out, and that 
there is a chance of finding fungi in the cutaneous lesions as well as in the nails. 

Dr. Maurice J. CosteELLo: I have never seen subacute lupus erythematosus with sclero- 
dermatous changes such as this patient presents. She also has spider nevi, as seen in many 
collagen diseases. I was much impressed with the possibility of a purpureum infection of the 
feet. Did the scleroderma precede the acute lupus erythematosus, or did it follow? I see nothing 
to suggest lupus erythematosus tonight and think it may all be scleroderma. If she has 
scleroderma and has acute lupus erythematosus, Dr. Lewis reported several cases of T. rubrum 
infection in lymphoblastomas; there is some factor present which makes the patient susceptible 
to fungous infection. I have made the same point for years as Dr. Lewis made tonight, that we 
should think of the acute type as being the terminal stage of chronic disseminated lupus 
erythematosus. 


291 








A. M. A. ARCHIVES OF DERMATOLOGY 


Dr. WiLBert Sacus: Besides the sclerodermatous changes, the patient has rheumatoid 
arthritis. Certain types of rheumatoid arthritis, acute lupus erythematosus, periarteritis, dermato- 
myositis, are part of the same process. On the feet was a toxic erythema-multiforme-like 
eruption. 

Dr. Maurice J. Costetto: The L. E. cell is found not only in lupus erythematosus, but 
in dermatomyositis, etc., occasionally. Madden and many others have found this. 


Case for Diagnosis: Granuloma? Presented by Dr. NATHAN SOBEL. 

Scleroderma with Granuloma Formation. Presented by Dr. SAMUEL M. PECK. 

Lymphoblastoma. Presented by Dr. SAMUEL M. PECK. 

Case for Diagnosis: Lichen Planopilaris? Lichen Planus Bullosus? Presented by Dr. Davip BLOOM. 


METROPOLITAN DERMATOLOGICAL SOCIETY OF NEW YORK 


Charles F. Post, M.D., President 


C. Douglas Walsh, M.D., Secretary 
April 21, 1955 


Secondary Syphilis (Psoriasiform Type). Presented by Dr. THomas N. GRAHAM. 


A 43-year-old white woman was first seen at the Knickerbocker Hospital Skin Clinic on 
March 22, 1955, at which time she presented an eruption of five weeks’ duration, involving the 
face, hands, and forearms. The patient stated that the eruption followed a “cold sore” on her 
upper lip which had appeared about one week previous to the eruption. 

Examination showed crusted, erythmatous, scaly lesions which varied in diameter from 0.3 
to 3.0 cm. 

Laboratory studies revealed the following: Mazzini—2+; VDRL—3+; Kolmer—4+; 
urinalysis—neg. 

Penicillin therapy was deferred until the results of the laboratory examination were complete, 
however, the patient was given three injections of bismuth subsalicylate. Ammoniated mercury 
ointment 3% was prescribed because of secondary infection. 


DISCUSSION 


Dr. Royat M. Montcomery: The palmar and plantar lesions and the redness of the throat 
are typical of secondary syphilis. The only unusual feature is the eczematoid eruption on the face. 

Dr. VALENTINE C, BAKER: Some of the lesions are bizarre and suggest a superimposed 
dermatitis. 

Dr. C. Doucias Watsu: I do not readily agree with the diagnosis but do not know how to 
explain the serologic changes. Occasionally I have seen similar lesions develop after inoculation 
with a virus or bacteria. The lesions may be vasicular, pustular or psoriasiform, or, in a later 
stage, resemble nummular eczema. Would the lesions in this patient improve if bismuth and 
arsenic were administered without antibiotics? 


-Congenital Syphilis with Interstitial Keratitis. Presented by Dr. THomas N. GRAHAM. 


A white woman, age 30, was first seen on May 2, 1944, at which time she had almost complete 
loss of vision. A diagnosis of interstitial keratitis was made, with onset in early childhood. The 
serologic test showed 4+- Wassermann reaction. 

The patient’s mother was found to have a strongly positive Wassermann reaction on the first 
examination. Because of a cardiac condition, treatment for this patient was limited to bismuth 
injections, which were carried out over a period of several years. Her last test in November, 1951, 
was negative. No information could be obtained in regard to the father’s history. 

The serologic tests have remained consistently positive. Urinalyses have been within normal 
limits, 

This patient received numerous injections of Mapharsen and bismuth during the two years 
following her first visit, with practically no change in serologic reaction; however, her vision 
steadily improved. Between November, 1953, and January, 1954, the patient was given a total 
of 6,600,000 units of penicillin. The last serologic test was taken in April, 1954, and showed the 
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VDRL to be 4+, the Kolmer 4+. The patient is presented to show the effect of therapy on her 
interstitial keratitis. She is now able to see very well with glasses. This patient demonstrates, 
in addition, no reversal of serologic test; this is frequent in the late treated congenital syphilitic 
patients. The mother, with adequate treatment for acquired syphilis, developed negative serologic 
tests. 

DISCUSSION 


Dr. VALENTINE C. BAKER: The keratitis must have been severe. It is remarkable that it 
cleared after such a long time. 

Dr. CHartes F. Post: As recently as 1946 fever therapy was still being used with penicillin. 
I think penicillin alone is just as good. 

Dr. THomas N. GRAHAM: Dr. Hunter Romaine and I reviewed 103 cases of syphilitic inter- 
stitial keratitis seen at the New York Eye and Ear Infirmary (New York J. Med. 48:1916 
[Sept. 1] 1948). Before penicillin was available this patient received arsenicals and bismuth 
over a period of 18 months. Later, when penicillin became available, she was given 6,000,000 
units. Her eyesight is now very adequate. It may be advisable to give her additional penicillin 
therapy. 


Lichen Planus and Lichen Planopilaris. Presented by Dr. ALEXANDER W. YOUNG Jr. 


A 52-year-old woman revealed, upon first examination in January, a pruritic, maculopapular, 
slightly erythematous eruption suggesting a multiform erythema located on the extremities, 
abdomen, and trunk. Over the course of one month, while being treated with mild local medica- 
ments and antihistamines by mouth, the initial disorder resolved and was succeeded by a 
papular, violaceous, shiny-topped dermatitis having follicular components. 

Past history revealed the occurrence of a localized pruritic dermatitis in the nuchal region 
2 years ago, and pruritis vulva 39 years ago. Chronic sinusitis and cholecystitis of five years’ 
duration, now under medical management, was also noted. History of drug ingestion indicated 
that Terramycin had been prescribed on several occasions within the past few months. 

Examination shows a shiny-topped, papular, grouped violaceous eruption on the upper 
abdomen and inframammary region. Follicular elements ‘are present. 

Laboratory studies, including STS, CBC and urinalysis, were within normal limits. 


The patient has been treated with Bistrimate, 0.075 gm., three times daily, and injections of 
vitamin Bi, 1007 weekly, resulting in some clinical and subjective improvement. 


DISCUSSION 


Dr. ANTHONY N. Domonkos: I agree with the diagnosis of lichen planus. I would like to 
see scrapings for fungus done on the lesions under the breast. 

Dr. Joun DoucHeErty (by invitation): I do not believe there is lichen planopilaris on the 
back of the neck. There are no follicular lesions in this location. 

Dr. Royat M. MontGoMeEry: The lesion on the back of the neck is probably lichen planus; 
however, a biopsy should be done. 


Dr. ALEXANDER W. YouNG JR.: The case presented this evening recalls a similar one 
which I observed several months ago. In this latter instance the patient had received erythro- 
mycin for a period of 10 days for an ear and throat infection. A multiform-erythema type of 
eruption involving the trunk, legs, and thighs soon followed. The initial disorder eventuated 
into a lichenoid type of eruption with characteristic grouped and single, flat-topped, violaceous 
papules over the arms, body, and legs. The course was somewhat prolonged. The occurrence 
of two such cases suggests that a lichenoid type of eruption following an antibiotic may not 
be too uncommon. 


Telangiectasia. Presented by Dr. Cuartes F. Post. 


Two months after the birth of her only child, 26 years ago, a 51-year-old white woman noted 
the appearance of numerous red vascular lesions on the face, neck, upper chest, and back, which 
have remained unchanged to the present time. Hospitalization following delivery was prolonged 
for three weeks by her physician for investigation of an “overactive thyroid.” 

The patient denies any physical strain at the time of the onset of the lesions, as well as x-ray 
treatment and frost bite. A cyst of one ureter was removed in 1937, at which time the Doctor 
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told the patient that she had two “right kidneys.” There has been no subsequent genitourinary 
symptom. 

The face, neck, upper chest, and upper back show numerous, closely set, large telangiectasiae. 
It is difficult to detect any pulsation of these lesions by diascopic pressure. The remainder of 
the physical examination shows a tangerine-sized, rubbery enlargement of the left lobe of the 
thyroid gland, moderate obesity, and a polyp of the cervix. 

Complete laboratory examinations including urinalysis, blood count, and blood chemistry 
studies are within normal limits. The B. M. R. is —12. 


DISCUSSION 


Dr. Royat M. Montcomery: This is an unusual case. I do not think it can be classified 
as familial telangiectasia, because it is localized and there is no family history. 

Dr. Tuomas N. Grauam: I have never seen a case of this type. 

Dr. C. Doucras Watsu: I think there may be some thyroid disturbance. 

Dr. AntHony N. Domonxos: This could be of circulatory origin, caused by some obstruc- 
tion of the venous system. The patient has an adenoma of the thyroid which may be affecting 
the lesions from a mechanical standpoint ; however, this would be difficult to determine. It would 
be interesting to take an infrared picture. 

Dr. Cuartes F. Post: I have gone over the scholarly monograph by William Bennet 
Bean which appeared in “Medicine” 1944 or 1945, dealing with spider angioma. It is an exhaustive 
study, but he did not describe any cases similar to this one. 


Epidermodysplasia Verruciformis? (Hands) Hypertrophic Neurodermatitis (Arms) 
Stasis Eczema (Legs). Presented by Dr. Royat M. MontTGoMERY. 


A 59-year-old white man stated that he had had lesions on his hands since childhood, which 
were diagnosed by his physician as warts. About four months ago he developed ankle swelling 
and was given cortisone by his physician. After this the skin of the legs became red and weeping, 
and numerous verrucous lesions appeared on the arms. He previously had Laennec’s cirrhosis. 

Verrucous lesions are present on the dorsa of both hands. The skin of the forearms is 
lichenified, erythmatous, and shows hyperkeratotic lesions. The legs disclose an erythematous, 
eczematoid eruption and edema. The liver is enlarged and extends across the midline. 


Liver function tests showed markedly abnormal values and reversal of the A/G ratio. Com- 
plete blood count, urinalysis, and serology were within normal limits. 

The biopsy of the verrucous papular eruption of the arm revealed psoriasiform reaction, 
chronic dermatitis (neurodermite). 

Compresses, bacitracin ointment, and elastic bandages were applied to the legs. The verru- 
cous lesions on the arms regressed with compresses, and the area in which tape was applied after 
biopsy cleared completely but recurred. 

DISCUSSION 


Dr. Joun DovucGHERrty (by invitation): I believe the condition on the forearms is epidermo- 
dysplasia verruciformis. I would watch for development of prickle-cell epithelioma. 

Dr. AntHONY N. Domonxos: I agree with the diagnosis. It has been stated that one out of 
seven of these cases develops squamous-cell epithelioma. 

Dr. ALEXANDER W. YouNG JR.: The microscopic examination of the lesion removed from 
the arm suggests a neurodermatitic reaction. The characteristic changes in the epidermis found 
in epidermodysplasia verruciformis are lacking ; however, biopsy of a lesion on the hand might 
support this diagnosis. 

Dr. Royat M. MontcoMery: This case was presented with two diagnoses. Dr. Machacek 
called the first biopsy neurodermatitis. Another biopsy specimen has been taken from a warty 
lesion on the hand. 


Case for Diagnosis: Lupus Erythematosus? Penicillin Reaction? Presented by Dr. THomas N. GRAHAM. 
Generalized Scleroderma in Remission. Presented by Dr C. DouGLas WALSH. 
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JOINT MEETING OF THE METROPOLITAN DERMATOLOGICAL SOCIETY OF LOS ANGELES 
AND THE LOS ANGELES DERMATOLOGICAL SOCIETY 


METROPOLITAN DERMATOLOGICAL SOCIETY OF LOS ANGELES 
Irving A. Lewe, M.D., President 
Edward L. Murphy, M.D., Secretary 
LOS ANGELES DERMATOLOGICAL SOCIETY 
Anker K. Jensen, M.D., President 


Louis H. Winer, M.D., Secretary 
April 26, 1955 


Insulin Lipodystrophy. Presented by Dr. ANKER K. JENSEN. 


A 71-year-old white woman was seen on March 31, 1955, presenting a dermatitis on her 
hands and some depressed areas on the thighs and abdomen. 

She has had diabetes since 1950 for which she received injections of insulin given in the 
anterior surface of both thighs. 

About two years ago she noticed that the fat seemed to be disappearing from the lateral 
surfaces of both thighs, until now “it feels as if the skin was attached to the bone,” and six 
months ago a similar condition started on the anterior surface of both thighs and on the lower 
abdomen. ; 

Twenty years ago for a period of seven or eight years she wore a metal brace for a kidney 
support. 

Physical examination reveals a depressed area on the lateral surface of each upper thigh 
about 2 in. wide and 8 in. long. The skin appears normal in these areas but feels firmly attached 
to the deeper structures. 

The depressed areas on the upper anterior surfaces of both thighs are not as deep, and the 
base is soft and pliable. They are about 2 in. in width and about 6 in. in length, running vertically. 
There are also two palm-sized similar areas on the lower abdomen. 

A specimen for biopsy was taken from the lateral and anterior areas of the right thigh. 


DISCUSSION 


Dr. WALTER R. NicKEL: The only change which I saw, involved the collagen. There 
was almost complete homogenization to the full depth of the biopsy. There was no fat present 
even in the depth. I would presume that the absence of fat and inflammatory reaction is probably 
based on the fact that the process has “burned over” and therefore what we are now viewing is 
merely a scar. - 

Dr. Louts H. W1nER: The epidermal cutis border is a straight line with the epidermal pegs 
obliterated. No adnexae are seen. The cutis, and the individual collagen fibers, as well, are 
thickened. The epidermis is atrophic and the cutis hyperplastic. The remaining subcutaneous fat 
is also atrophic. No inflammatory cellular reaction is seen. This, a second type of reaction 
seen in diabetics, differs from that of necrobiosis lipoidica by showing no granulomatous nor 
inflammatory reaction in the cutis or the vessels. 

Dr. Rose B. SAPERSTEIN: I have observed a child, now 10, who has had diabetes since the 
age of 6 years, and who gets many of these dystrophic areas. However, I have also observed 
some of them fill in. Since a new type of insulin has been used, there have been fewer and fewer 
aeras of dystrophy and many of her previous areas now are filled in. So, I assume, clinically, 
that this is some type of allergic response. 

Dr. MotLteurus Covurerus: I believe that in cases of insulin lipodystrophy there are two 
factors which produce this peculiar reaction: one, the injection factor—the trauma and the 
injected fluid; and the second factor, a peculiarity on the part of the patient. In this particular 
patient, there was an area of dystrophy of the subcutaneous fat on both sides of the lower 
abdomen, sites where the patient had never received any injections, but which conformed 
exactly to the areas of pressure from a truss or belt which the patient had been wearing. That 
the factor of trauma or irritation resulting from the injection is not the only or most important 
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one is evident from the fact that the incidence of insulin lipodystrophy is rather rare in diabetics 
receiving insulin. Occasionally. diabetics develop a lipomatosis at the sites of injection. These 
reactions are closely related to the lipogranulomas which have followed a variety of injected 
substances, many of which were in an oily vehicle but some of which were in aqueous solution. 


Dr. NELson Pau ANDERSON: There must be two factors in the production of this condi- 
tion, as pointed out by Dr. Couperus. Practically. all of the cases of insulin lipodystrophy that 
have been reported, and they are rare, have occurred at the site of insulin injections, whether 
those sites be the thighs or the upper arms. It is difficult to believe that such symmetrical areas 
of atrophy of the lower abdomen and lateral thighs are due to insulin. This patient has not worn 
her semitruss for 20 years, at which time she weighed somewhat less than 100 lb. The pressure 
exerted there certainly must have been “remembered,” by the fat. 

Dr. Davip N. Atcon: Most diabetics use a short needle. Comparatively few diabetics will 
inject deeply enough to reach the fatty layer. Whatever the mechanism that takes place, perhaps 
it originates from the collagen in the cutis itself. 

Dr. ANKER K. JENSEN: I believe we all have seen atrophy of fat following injections, but 
this is different in that the injections were not given at the sites of involvement. This condition 
occurs almost exclusively in women. 

It usually develops from six months to two years in about 30% of patients receiving insulin 
injections. The cause has been attributed to trauma, low-grade inflammation, lipolytic enzymes, 
relative estrogen excess, and allergy. Few have been supported by fact. Redistribution of sub- 
cutaneous fat will occur in a fair percentage of cases. I do not believe the metal support she wore 
20 years ago has anything to do with this condition. 


Case for Diagnosis: Bowen’s Disease? Palmar Verruca Vulgaris? Presented by Dr. 
MEYER BERKE. 


This 51-year-old white male school teacher first noticed a small warty growth of the right 
palm approximately 25 years ago. He painted the area with iodine tincture and subsequently 
noticed gradual enlargement of the warty growth to involve most of the palm. He has had no 
discomfort except for dryness. The patient was seen by the tumor board at Seaside Memorial 
Hospital, Long Beach, in 1947, He was told that he had no malignancy. The pathologic report 
was “hyperkeratosis.” Since that time the growth has remained fairly stationary in size. 
Lubrication would cause the warty surface to smooth out to some extent. There is no history 
of prolonged ingestion of drugs such as arsenicals. 

The biopsy examination reveals a marked hyperkeratosis and parakeratosis of the stratum 
corneum. The granular layer is very prominent in most areas and interspersed are many vacuo- 
lated cells, some of which show individual cell keratinization. There is moderate acanthosis of 
the prickle cell layer with a fair number of mitoses and some individual cell keratinization. The 
dermis shows a mild perivascular infiltrate but otherwise appears normal. 


Bowenoid Epidermoid Carcinoma, Paronychial. Presented by Dr. Ben A. NEWMAN and 
Dr. FRED F, FELDMAN. 


A 27-year-old white man first noticed the present dry plaque on the dorsum of his second 
right finger about six months ago. He states that the lesion was approximately the same size at 
the onset as it appears at present. He occasionally experiences sharp pain in the affected area. 
He had been treated with several different ointments. There had been no attempt to remove the 
lesion. 


Examination reveals a 13 by 14 mm. elevated, oval plaque on the dorsum of the second right 
finger, contiguous with the cuticle. The lesion is boggy, dusky red, with sharply marginated 
borders, and has a slightly scaly, uneven, keratotic surface. 

Histologic examination shows the primary pathologic change in the epidermis. The corium 
is uninvolved except for a mild small-cell infiltrate in its upper third. 

The epidermis is markedly acanthotic and shows hyperkeratosis as well as parakeratosis. The 
basal cell layer is intact. The epidermal cells show distortion as well as variations in size. There 
are numerous actively dividing cells and clusters of nuclei. Many large vacuolated cells are seen 
as well as large dyskeratotic cells containing eosinophilic-staining material. 
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DISCUSSION 


Dr. MarcarEt ANN STORKAN: Microscopic examination of the specimen for biopsy reveals 
the picture of an intraepidermal prickle-cell carcinoma. 

Dr. Lyon Rowe: In my opinion, these cases are both intraepidermal carcinoma of the 
prickle-cell type. 

The case with the verrucoid lesion on the palm shows fairly normal through this epidermis 
at the site of the punch biopsy. Destruction through biopsy has caused healing. 

Dr. Norman E. Levan: My impression of the case presented by Dr. Berke is that of a 
benign verruca vulgaris. While most unusual in its extent and duration, this impression is borne 
out by the histologic findings, which show the characteristic vacuolation of many cells in the 
prickle cell layer. Similar lesions occur on the soles, and the palm of the hand is somewhat 
analogous in being a pressure area. 

Maceration by an occlusive dressing might render the lesion amenable to podophyllin. 


The case presented by Drs. Newman and Feldman, on the other hand is, histologically, a 
classic instance of Bowen’s disease. While superficial removal might well suffice, I feel that 
caution would be the better part of valor and that a fairly wide excision would be the indicated 
method of treatment. Metastases from such lesions do occur. 

Dr. A. FLETCHER HALL: We have recently treated several cases of Bowenoid carcinoma in 
various locations, including the fingers, with liquid nitrogen with excellent results. It has been 
my experience that the treatment of any lesion around the fingernail usually gives rise to 
considerable deformity if attacked by curettage, excision, or any other method of destruction. I 
think the superficiality of this lesion is testified to by the fact that there has been no change in the 
nail as it has grown out, no ridging or alteration of any type, and I believe it can be treated 
most simply, safely, and without a scar by the use of liquid nitrogen. 

Dr. Netson Paut ANpERsoN: I think it is unusual to have two such extraordinary cases. 
I feel that both cases belong in the group of Bowenoid or intraepidermal epitheliomas. It is not 
correct to consider this type of lesion as an extramammary Paget’s disease. They are intra- 
epidermal carcinomas of a prickle-cell type and they have all the potentialities of a prickle-cell 
carcinoma. To consider the palmar lesion as one of virus causation or related to verruca vulgaris 
is wrong. Destructive measures or surgical excision should be taken in both cases with or without 
skin graft. Actually, both are relatively superficial lesions and any procedure that is done, 
provided that it is done thoroughly, would be of great value. I doubt that x-ray therapy is indi- 
cated in either of these cases. The process is slow growing and the lesion at the base of the nail 
has so little tissue beneath it that one would have to injure the skin in order to effect a cure by 
radiation. Again I would like to take exception to considering the palmar lesion as a wart in any 
way, shape or form. If warts can produce a picture like this, why don’t we see such a picture 
more frequently ? 

Dr. MAXIMILIAN E. OBERMAYER: Dr. Hall was too modest concerning his results. One of 
the patients whom he treated with excellent cosmetic success with liquid nitrogen, a man with 
multiple lesions of Bowen’s disease of the fingers, had previously been under my care. Since 
the large number of lesions precluded excision, I treated him by means of applications of thorium 
X for a long time, but failed to achieve cure. 


Case for Diagnosis: Widespread Trichophyton Rubrum Infection Associated with 
Hematopoietic Changes Suggestive of Lymphoblastoma. Presented by Dr. Maxi- 
MILIAN E. OBERMAYER. 


An aircraft worker, aged 24, had noticed changes on his skin and nails for some time. When 
he was seen two months ago there was erythema and fine scaling of the left palm, dyshidrotic 
inflammation of the soles of both feet, and erythematous and partly follicular plaques spread all 
over the torso. In addition, the nails of the toes were found to be thickened and yellowish. 

Microscopic examination showed the presence of fungi on the glabrous skin as well as the 
nails, and culture revealed Trichophyton purpureum. 

Reaction to the trichophyton test (1:50) was said to have consisted of an erythematous and 
edematous area measuring 0.5 cm. in diameter, which subsided soon. 

The patient has not been seen until the present demonstration. He stated by telephone. that 
the changes on his skin disappeared, although he used the prescribed Asterol (Roche) spray only 
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infrequently or not at all. Thus it is possible that the clinical changes will be confined today to 
the toenails. 

The patient’s hematopoietic trouble dates from 1947, when, because of swelling of the lymph 
nodes, one of the nodes was subjected to biopsy. The findings were those of chronic germinal 
hyperplasia. Since July, 1954, he has been repeatedly studied by a well-known hematologist, who- 
performed blood cell counts, sternal puncture, and repeated biopsies of lymph nodes. The 
pattern revealed by these studies has been fairly uniform. 

A typical differential count was as follows: Red cells were 4,800,000 per cu. mm.; hemo- 
globin, 14 gm. per 100 cc.; white blood cells, 2650; neutrophiles 18%, lymphocytes 72%, mono- 
cytes 10%. Reticulocytes were 1.4%. There were no abnormal forms in the smears. 

Sternal puncture showed a nonspecific abnormal marrow, the abnormalities of which may have 
been influenced by pneumonia in July, 1954. 

Biopsies of lymph nodes disclosed essentially the same chronic germinal, hyperplastic changes 
as aforestated. 

In the opinion of the hematologist, the peripheral leucopenia may be due to hypersplenism, 
secondary to lymphoblastoma, although the spleen is not demonstrably enlarged. The peripheral. 
blood picture together with the chronic germinal hyperplasia of the lymph nodes and the bone 
marrow form a clinical pattern, which, as shown by previous experience, constitutes a fore- 
runner to monocytic leukemia. 

DISCUSSION 


Dr. MAXIMILIAN E. OBERMAYER: Positive cultures were obtained from one nail, one palm, 
and the feet, but not from the lesions on the torso, which today were hardly visible. The work. 
by Lewis and associates (A. M. A. Arch. Dermat. & Syph. 67:247, 1953), and the discussion 
that followed their presentation brought out two important points: 


1, The comparative rarity of the two diseases makes even a small number of cases in which 
they are simultaneously present statistically significant. 


2. T. rubrum is capable of producing intense antigenic reactions in human skin. Assuming 
an etiologic interrelationship of the two diseases, it may then be that reticuloendothelial hyper- 
plasia is provoked by the fungus; or, if the hematopoietic changes preceded the infection—as 
undoubtedly happened in this case—the skin may have been made susceptible to T. rubrum by 
the lymphoblastoma. We don’t have the answer yet, and that is the reason for my having presented 
this patient ; every case of this nature should be recorded and followed. 


Case for Diagnosis. Presented by Dr. NELscn Paut ANDERSON and (by invitation) Dr. 
Lyon Rowe, 


A 53-year-old white man is an engineer whose work requires him to be out of doors a great 
deal. He was first seen March 11, 1955, complaining of a skin condition involving the fingers. 
This disorder was of three years’ duration and began on the ulnar aspects of the thumbs. It spread 
to involve the edge of the web and the radial aspect of each index finger. More recently, slight but 
definite involvement has occurred on the radial aspects of the middle fingers and the middle 
knuckle of the index and middle fingers of each hand. 

On examination, there is a quite symmetrical eruption involving the radial aspects of the 
index fingers. This extends around on to the edge of the web between the thumbs and index 
fingers and continues onward to involve the ulnar aspect of each thumb. The eruption itself is 
covered with adherent and fairly thick scaies. Individual lesions have a slightly erythematous to 
yellowish, slightly glistening appearance, with a tendency to form a central depression and 
slightly raised firm borders. On the radial aspects of each middle finger in the distal half are new 
small pinhead to slightly larger somewhat glistening papules. The middle knuckles of the index 
and middle fingers of each hand are likewise involved. 

A punch biopsy was done on an annular lesion between the left thumb and index finger. The 
sections show, essentially, profound changes in the elastic tissue in the upper cutis and some 
tinctorial changes of a basophilic nature in the connective tissue. In one or two small areas, 
just beneath the epidermis there are minute masses of amorphous basophilic-staining material. 
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DISCUSSION 

Dr. Wittarp L. MarMEtzat: I would like to ask the presenter a question: if there is 
any possibility of amyloidosis, the pinnae. of the ears should be examined. Also, the tongue and 
the epididymes. These are occasionally sites where there are amyloid deposits. These other areas 
may show amyloidosis in the absence of other systemic. findings. A biopsy of these areas may be 
indicated. 

Dr. Lourts H. Winer: Although lichen amyloidosis would resemble the changes in the 
papillary bodies around the capillaries, I don’t think this is amyloid. This is due to a homogenizing 
change in the collagen, which then absorbs the elastic stain. This collagen disturbance is 
similar to that seen in colloid milium or senile elastosis. Under higher magnification, the elastic- 
stained slide may give some clue as to the identity of this condition. Staining amyloid is very 
much a hit-and-miss proposition, because not only do stains vary in their ability to penetrate 
tissues, but also the pH of the fixing solution and of the tissue stained are inconstant and vary 
from laboratory to laboratory to such an extent that one laboratory may produce a positive 
stained section, whereas a second laboratory will report it as negative. 


Dr. MoLLeuRus Couperus: I was impressed with the similarity of the skin changes in this 
patient and the one presented at a recent meeting of the Los Angeles Dermatological Society 
by Dr. Milton Stout. I believe there was general agreement at that time with the presenter’s 
diagnosis of colloid degeneration of the skin. The same diagnosis seems to me is applicable in 
this patient tonight, and the microscopic section appears to be compatible with colloid degeneration 
also. It is interesting to note that both of these patients had excessive exposure to sunlight in 
their lifetime. 


Hereditary Angiomatosis. Presented by Dr. THomas W. NISBET. 


A 49-year-old housewife, a native of Germany, developed small, bluish spots on the arms 
during early childhod. Over the years, these lesions increased in size and numbers. When she was 
16 years of age, one of the lesions on the right arm developed into a small tumor, which was 
excised. Since then many new bluish spots have appeared, some of which developed into small 
painful tumors which were destroyed by surgery, injection, or radiation. The patient has suffered 
from severe migraine since the age of 16, but has been otherwise in good health. There is no 
history of any hemorrhage either from the mucous membranes or from the lesions themselves. 


The patient has two children, a son aged 26, whose health is excellent, and a daughter, aged 
8 years, who has developed two small bluish spots similar to those on the mother. This daughter 
has suffered from a severe urticaria pigmentosa since infancy. Her general health is good. The 
patient’s mother and maternal grandmother both had skin lesions similar to those of the patient, 
but were otherwise healthy, the grandmother living to an advanced age. 


There are numerous, widely separated purplish or bluish nodular lesions scattered over the 
extremities and the upper chest wall. These lesions range in size from a few millimeters to 1 cm. 
in diameter, and in color from blue to purple. There are several scars where small tumors have 
been removed surgically. Some of the lesions are raised, but there is no apparent hyperkeratosis ; 
others, especially those on the hands, are painful on pressure so that the patient wishes to have 
them excised. 


The fundi showed normal vessels. There is no corneal opacity. 


Microscopic examination of the biopsy specimen revealed that in the middle of the corium 
there is a greatly dilated vascular space, with a number of irregular projections from its periph- 
ery. This large space and its projections are lined by endothelium supported by a layer of 
pericytes only several cells thick in some places and practically absent in others. This has the 
pattern of a telangiectasia. Superficial blood vessels in the corium are marked by minimal peri- 
vascular lymphocytic infiltration. The surface epithelium is irregularly pigmented along its 
basal layer ; it shows no profound alteration. 


DISCUSSION 


Dr. Louis'H. Winer: There are multiple bulges in the wall of the vein deep in the cutis. 
These resemble multiple aneurysmal pouches or sinuses. By venous aneurysms, I mean a 
phenomenon that resembles varicosities which do not have much fibrosis around them. 
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Dr. S. W. Becker: I must admit that I never saw a case like this before. I thought the 
lesions might be arteriovenous aneurysms, but the patient stated that they never pulsated. 

Dr. Tuomas W. NisBEt: I want to thank the members for their discussion. I presented this 
case under the diagnosis of hereditary angiomatosis because I couldn’t fit it in with any entity 
previously described. In Osler’s disease the lesions are telangiectatic in character and accompanied 
by hemorrhage from the mucous membranes. The skin lesions described by Mibelli as angio- 
keratoma are limited to the dorsa of the fingers and associated with chilblains. 


In checking the literature, I found the only disorder described which has any similarity to 
this one is angiokeratoma corporis diffusum wuniversale, which was originally described by 
Faby. I believe 19 cases have been reported since. Histologically, the findings are the same. 
However, in this disease the lesions are smaller, occur in crops, and are more numerous, In the 
present case there is a history of tumor-like lesions that increased in size to such an extent that 
it became necessary to excise them. 


Sarcoidosis of Uveal Tract, Lungs, Tonsils, and Skin. Presented by Dr. Paut D. Foster and Dr. MARy 
Hartson (by invitation). 

Sarcoidosis: Involution of Cutaneous Lesions Following Isonicotinyl Hydrazine (Rimifon). Presented by 
Dr. FreD F. FELDMAN and Dr. BEN A. NEWMAN. 

Syringoma of Vulva. Presented by Dr. ANITA GELBER. 

Generalized Pyoderma, Superimposed on Atopic Eczema (Question of Polymorphous Light Sensitivity). 
Presented by Dr. CHESTER MARQUIS SIDELL, for discussion of diagnosis and therapy. 

Pitted Acne Scars. Presented by Dr. SAMUEL Ayres III and (by invitation) Dr. RatpH Lumart II. 

Pitted Acne Scars. Presented by Dr. SAMUEL Ayres III and (by invitation) Dr. RALPH Luimart II. 

Lipogranuloma (Due to Camphor Injection) with Associate Acrosclerosis. Presented by Dr. MOLLEURUS 
Couperus and (by invitation) Dr. Mary Hartson. 

Lichen Planus (Generalized Papular and Hypertrophic). Presented by Dr. CHESTER MArQuis SmDELL for 
discussion of diagnosis and therapy. 

Case for Diagnosis: Papulonecrotic Tuberculid? with Superimposed Allergic Dermatitis Possibly Due to 
Isonicotinylhydrazine? Presented by Dr. J. WALTER WILSON. ° 

Coccidioidal Granuloma. Presented by Dr. NorMAN E. LEVAN. 

Scleroderma of Fingers or Raynaud’s Disease. Presented by Dr. CLEMENT E, COUNTER. 

Results of Aminopterin (4-Aminoteroylglutamic Acid) Therapy in Psoriasis. Presented by Dr. Henry G. 
Moracan. 

Results of Aminopterin (4-Aminoteroylglutamic Acid) Therapy in Psoriasis. Presented by Dr. HENry G. 
Morcan. 

Poikiloderma Atrophicans Vasculare (Jacobi) Presented by Dr. VINCENT P. Bursy and (by invitation) 

Dr. Mary Hartson. 
Case for Diagnosis: Dermatitis Herpetiformis? Pustular Bacterid? Presented by Dr. FLETCHER HALL. 
Myxedema, Especially Involving the Eyelids. Presented by Dr. MOLLEURUS COUPERUS. 
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Senear-Usher Pemphigus; Pemphigus Erythematosus. Presented by Dr. J. Lowry 
MILLER. 


L. W., a single woman aged 56, was first seen in consultation with Dr. Beatrice Kesten in 
May, 1954. The patient had had good health except for a rash under the breasts in the summer 
over a period of several years. She sought relief in February, 1952, because the rash had not 
cleared with the coming of cool weather. At that time there was intertrigo under the breasts, 
with a few erythematous, easily denuded vesicles at the periphery. Cultures for Candida albicans 
were negative. The lesions regressed slowly with topical therapy. There was a recurrence in 
the summer of 1953, and in addition, after exposure to sun, a persistent eruption “like poison 
ivy” appeared on the right cheek. In January, 1954, there were symmetrical erythematous scaly 
areas on the cheeks, more pronounced on the right. The scales were rather yellow, oily, and 
easily removed, leaving an oozing red skin. There were also denuded polycyclic erythematous 
areas under the breasts. A moderate anemia had developed. Some temporary improvement 
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followed chloroquine and iron given orally, and hydrocortisone ointment locally. In April, 1954, 
chloroquine and iron were prescribed. Gastrointestinal symptoms developed while the patient 
was on vacation, and all medication was discontinued, with a marked exacerbation. In addition, 
lesions appeared on the trunk and buttocks. These tended to be grouped and were erythematous 
polycyclic vesicles, papulovesicles, and bullae. The patient was admitted to Presbyterian Hospital, 
where Acthar gel, 40 units, was administered twice daily, together with sulfapyridine. There 
was remarkable improvement in the lesions, but while the dosage of ACTH was being decreased 
and cortone substituted the patient developed auricular fibrillation without evidence of a 
Cushing syndrome or hypopotassemia. This was controlled with digitoxin. After 18 days in 
the hospital all lesions had disappeared except for minimal erythema on the cheeks and under 
the breasts. Until March, 1955, the lesions were fairly well controlled with 80 mg. of hydro- 
cortone and 100 mg. of cortone. The blood pressure and weight remained normal. The patient 
continued her occupation of teaching, but felt rather weak. 


The end of February the patient was admitted to Roosevelt Hospital with fever and abdominal 
symptoms which, after study, were thought to be due to a virus infection. All lesions were 
again active. Acthar gel was again administered with remarkable healing. Meticorten was 
gradually substituted, and with 40 mg. daily the lesions have regressed and the patient’s sense 
of well-being has improved. 


In May, 1954, biopsy specimens were taken from the erythematous, denuded skin under the 
left breast and from an erythematous vesicle on the abdomen. On microscopic examination the 
two lesions were similar in many respects. In both the epidermis exhibited acantholysis in the 
upper portion of the Malpighian layer, with the formation of a bleb or bulla having as its roof 
a few of the remaining cells of the Malpighian or granular layer and a small amount of loose 
keratin. In the space so formed were masses of polymorphonuclear leucocytes, a few separated 
epithelial cells, and a little fibrin. Most of the polymorphonuclear cells were neutrophiles, but an 
occasional eosinophile was seen, although a Wright stain of the slides failed to disclose any such 
cells. The remaining epithelium beneath the vesicle was lightly infiltrated by similar inflammatory 
cells which were also present in moderate numbers in the superficial portion of the corium 
beneath the lesion. The larger bulla from the abdomen extended nearly to the basal iayer at one 
point, and the remaining epithelial cells at this level were undergoing vacuolization and were 
spread apart by a little fibrin and fluid. However, there was no separation of the basalis from 
the corium. 


The lesion from the breast was smaller. Acantholysis could be followed laterally in the 
Malpighian layer for a considerable distance from the edge of the bulla. Here, too, the inflam- 
matory reaction in the corium was more intense and included considerable numbers of lympho- 
cytes and histiocytes. The epithelium was also somewhat acanthotic. The deeper tissue was 
relatively normal. 


DISCUSSION 
Dr. Wirpert Sacus: I think the patient has pemphigus vulgaris. I will go along with 
Senear-Usher pemphigus, with the understanding that it is the type that is pemphigus vulgaris 
terminally. 
Dr. Eucene F. Traus: This patient is of Scotch-English extraction, and, while pemphigus 
does occur in these people, I have noted that they frequently have a long prodromal course, 
the disease apparently running a relatively benign pattern before a sudden fatal course ensues. 


Dr. LesitiE P. BARKER: Because of the improvement it would be impossible to make a 
diagnosis of Senear-Usher pemphigus at this time. The diabetogenic potentialities of Meticorten 
should be emphasized. I have a patient with pemphigus who developed a blood sugar of 425 mg. 
per 100 cc. while receiving 100 mg. of Meticorten daily. The blood sugar returned to normal 
with a controlled diet after treatment was changed to hydrocortisone. 


Dr. J. Lowry Mirter: In the beginning this was far from typical pemphigus, and the 
diagnosis appeared very different at that time. The face and abdominal lesions clinically appeared 
very unlike, yet the histology was identical. Today I think there is no question of the diagnosis. 
The histology in the beginning was that of pemphigus. Response to treatment was quick, and 
the patient has been able to retain her occupation as a school teacher. It was. only when a 
virus infection came along in February that the small doses did not maintain her. She has 
responded to 40 mg. of Meticorten. 
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Scleroderma with Calcinosis and Telangiectases. Presented by Dr. J. Lowry MILLER. 


G. A., a woman aged 53, was first seen on March 9, 1955, with a history of tender, swollen 
fingers and arms of three years’ duration, and red spots on the face, neck, and hands for the 
last 18 months. The general health has been good. The patient had been told to limit exercise 
because of the condition of her hands. She had noted no gastrointestinal symptoms, In April, 
1953, a calcium deposit which had broken through the skin of the left arm was excised. 
Since then a few “stones” have been extruded from the fingertips. 

The patient is a small, thin woman with rather dry skin. The face and neck are normal 
with the exception of multiple deep red spots which are rounded to almost square, a few showing 
telangiectases. On the palms there are a number of deep red punctate spots. The skin of the 
forearms and dorsum of the hands is shiny and slightly infiltrated. The thumbs and index 
fingers are swollen, and the skin is dry, thickened, and slightly scaly. Minute stellate scars are 
present on the tips of the right thumb and index finger. No evidence of Raynaud’s phenomenon 
can be demonstrated. The general physical examination is normal except for moderate cardiac 
enlargement. 

The blood pressure was 170/40. The blood count, urinalysis, erythrocyte sedimentation rate, 
cephalin flocculation, and prothrombin time were within normal limits. 

The lesion removed from the left arm in April, 1953, was reported as showing degeneration 
of connective tissue with calcification on histologic examination. 

Films taken at a New Rochelle Hospital in 1953 and 1954 showed soft tissue calcification 
about both shoulders, some in the soft tissue of the left arm, and in the soft tissues subcutaneously 
about the right and left elbow and in the tips of the fingers. The bony trabecular structure did 
not appear unusual. Films of the chest in 1954 were normal. Spot films of the esophagus have 
shown no evidence of dilation, and peristaltic waves were seen which would suggest that the 
esophagus was probably normal. However, this would have to be confirmed by the fluoroscopist. 

Impression: The multiple soft tissue calcifications are compatible with the diagnosis of 
scleroderma made clinically. 


DISCUSSION 

Dr. Frank E. Cormra: Telangiectasia is certainly a common symptom in scleroderma. 
Indeed, it may be the first symptom, particularly of this type in which the extremities are pri- 
marily involved. The lesions are rather large, but I believe they are a part of the scleroderma. 
I would be interested in how Dr. Miller is going to treat this patient. Does he think steroid 
therapy might help the calcium deposits? 

Dr. EuGene F. Traus: There seems to be no question of the diagnosis of scleroderma or 
acrosclerosis. Dr. Cormia on a previous occasion remarked that telangiectasis was a common 
manifestation, perhaps one of the first in this disease picture. While I have seen it occur 
before, I did not recall that it was a common manifestation; I looked up this point in the text- 
books and found telangiectasis mentioned only in a casual way, and the majority did not speak 
of it at all. Therefore, I believe this is a point that should be further checked, and if it is as 
common as Dr. Cormia has mentioned, then the point should be stressed in our textbooks. 
I do not believe the lesions on the lip and mouth are of the kind ordinarily seen. The telangiectasis 
on the fingers I can conceive as being typical of the type referred to in scleroderma, but I 
certainly cannot recall any cases of scleroderma and acrosclerosis that I have seen with that 
symptom. Since hereditary hemorrhagic telangiectasia in a mild form is extremely common, it 
might be considered as a factor in this case, despite the lack of family history. The patient has 
had some nosebleeds and together with the telangiectasis it is a possibility. Another factor which 
should be considered is whether liver damage might be present to account for these lesions. 

Dr. Lestiz P. BARKER: I have not seen telangiectasis as part of the scleroderma syn- 
drome. The lesions did not blanch on pressure and impressed me as being ecchymotic. 

Dr. Maurice J. CostEtto: For the last 20 years I have been talking about telangiectasia 
associated with scleroderma and calcinosis circumscripta. I believe this. patient has cutaneous 
calcinosis and the sclerodactylia associated with that condition. The minature nevus-flammeus- 
like lesions are a constant accompaniment of cutaneous calcinosis. I wrote an article in 1934 
stressing that manifestation. It is a kind of Osler-Rendu-Weber picture. Cutaneous calcinosis 
with sclerodactylic changes is also common. There is often an ironing out of all normal furrows 
of the dorsal aspect of the fingers. It is a common thing to see lesions just like those presented 
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by this patient, who has had the disease for a long time. There are calcium deposits not only on 
the fingertips but near all the larger joints. A history of nosebleeds and Raynaud’s phenomenon 
is common. 

Dr. GeorceE M. Lewis: I agree with previous speakers that the main disease is scleroderma, 
r acrosclerosis, which this probably is, and that the calcinosis and vascular changes are 
associated with that disease. Some of the lesions are purpuric, and I was a little chagrined that 
I hadn’t noticed that other lesions were telangietatic. I thought they were purpuric. 

Dr. Frank E. Cormia: I questioned the patient carefully regarding susceptibility to cold, 
and she is not at all sure she gets blanching or Raynaud’s phenomenon; nevertheless, I think 
we will have to consider this factor in our final diagnosis. 


Dr. Wivsert Sacus: I think the patient has acrosclerosis with calcium deposits. Because 


of the extent of these I believe an x-ray picture of the abdominal cavity should be taken, which _ 


may show calcium deposits in all vessels. 

Dr. J. Lowry Miter: I would probably have becn tempted to classify the case as one 
of acrosclerosis with telangiectasia and calcinosis. However, we looked quite carefully into the 
question of Raynaud’s phenomenon, and there was no such history. I have never seen a case of 
acrosclerosis not preceded by Raynaud’s. I haven’t seen the telangiectasia this patient presents 
connected with that disease. I thought of liver pathology, but the cephalin flocculation and other 
determinations were perfectly normal, so we have not been able to demonstrate evidence of liver 
damage. There have been fluoroscopic studies and roentgenograms, and the latter were 
interpreted as perfectly normal. I would be against giving corticosteroids to this patient. She is 
getting along nicely, and there is not much evidence that the disease is advancing rapidly. I would 
be in favor of giving vitamins—D or E, or both. 


Lymphosarcoma in a Case of Multiple Idiopathic Hemorrhagic Sarcoma. Presented by 
Dr. Grorce C. ANDREWs and Dr. GERALD F, MACHACEK. 


M. E., a Russian-born Jew aged 69, developed a purple plaque on the left ankle in 1930. 
Three years later both ankles were involved. When he was first seen at the Vanderbilt Clinic 
in 1937, scattered lesions were present on the upper and lower extremities, the trunk, the face, 
and ear lobes. From 1937 to 1953 treatment included x-ray therapy in fractional doses, penicillin, 
testosterone, insulin in doses just below the shock level, arsenic in the form of Stovarsol and 
Fowler’s solution, and gold sodium thiosulfate. On two occasions he was hospitalized for severe 
cellulitis of the lower extremities; in 1947 he was admitted for treatment of a pelvic abscess 
due to perforation of a diverticulum in the sigmoid. In 1942 a lesion typical of Kaposi’s multiple 
idiopathic hemorrhagic sarcoma was removed surgically from the pharynx, and in 1948 a 
tumor resembling that disease was excised from the lacrimal sac of the left eye. 

In February, 1953, the right ankle became swollen, with a doughy consistency. Subcutaneous 
fluid could be pressed with the fingers from one location to another. In the next six weeks he 
received a total of 450 r at 135 kv., 3 mm. Al, to this area, after which it apparently healed. 
Four months later (August, 1953) he returned with a large, fungating mass involving the right 
instep and anterior aspect of the ankle. Serous fluid was oozing copiously, necessitating large 
dressings and the wearing of a rubber overshoe. Biopsy specimens from three areas were reported 
as Kaposi’s sarcoma. Because of the extreme soddenness and the excessive formation of granula- 
tion tissue, the lesion was curetted after refrigeration with ethyl chloride. Curettage was 
continued until October, 1953. Various topical medications were used, and a total of 1600 r at 100 
kv. in doses of 100 r at a time was given from September, 1953, to September, 1954. Since there 
‘was no appreciable change in the lesion, biopsies were performed from two sites of the lesion on 
the instep, and also of a similar fungating mass that had appeared on the medial side of the leg 
just below the knee. All three showed similar pathology. The report from the lesion on the 
foot (November, 1954) was as follows: 

“Sections of skin from the upper aspect of the right foot revealed an ulcer at the periphery 
of the hypertrophied epidermis, covered by fibropurulent exudate. Beneath the ulcer were 
noted irregular vascular channels surrounded by a proliferation of abnormal cells. There 
seemed to be endothelial elements. There were large areas, however, in which these neoplastic 
cells formed solid cords. These cells were relatively poor in cytoplasm. The nuclei were large 
and pyknotic. Mitoses were seen. In many regions the aggregates of neoplastic elements tended 
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to be grouped in a manner suggesting the morphology of a melanoma, although most of the 
pigment appeared to be hemosiderin. Diagnosis: Malignant reticuloendothelioma (lympho- 
sarcoma) arising in a case of Kaposi’s multiple idiopathic hemorrhagic sarcoma.” 


The patient was referred to the Lahey Clinic for cathode ray therapy, to be given at the 
Massachusetts Institute of Technology. Using 2.5 mev cathode rays, three areas on the ankle 
and the lesion just below the knee were treated by giving 250 rep daily for three days for a 
total of 750 rep. This treatment was given in January, 1955. 


Six weeks later he returned to the Lahey Clinic, where a biopsy confirmed the diagnosis of 
lymphosarcoma. Since the 750 rep given with the 2.5 mev cathode rays was not considered 
tumoricidal, the patient was treated with 2.5 mev x-rays for a total of 2000 r, the last treatment 
being on March 4, 1955. He has been referred back to New York for further therapy. 


DISCUSSION 


Dr. EuGEnE F. Traur: If I understand correctly and the patient has reached a point where 
there is no further improvement from the radiation therapy and the condition is stationary, then 
one must certainly consider whether this is a metastatic tumor and how much longer it is safe 
to wait in view of possible metastases. If the hazard is great and the patient’s life is in danger, 
would it not be best to amputate? 


Dr. Georce M. Lewis: One of the problems confronting the physician at this time is 
whether ulceration has anything to do with previous therapy or whether it is the evolution of 
the lesion. 


Dr. LEstiE P. BARKER: If the lesion is a lymphosarcoma and does not respond to radio- 
therapy, I think amputation will be necessary. 


Dr. AntHony C. Creottaro: The development of lymphoblastoma in Kaposi’s sarcoma 
is rare, but it does occur and there are many examples in the literature. On the other hand, the 
development of ulcerative lesions that resemble lymphoblastoma in cases of Kaposi’s is even more 
common. A single biopsy would not be sufficient to establish a definite diagnosis of lympho- 
sarcoma occurring in Kaposi’s disease because the histologic picture of Kaposi’s is so varied. 
There is room for error. Cases of ulcerative lymphoblastoma occur in Kaposi’s when response 
to radiation ceases. Maybe that has occurred here. On the other hand, we get ulceration in 
Kaposi’s following overirradiation. In some cases, however, when one varies the quality of 
irradiation, involution of the lymphoblastoma is obtained. When that fails there is nothing else 
but amputation, but that should be reserved, depending on whether there is evidence of systemic 
disease. If there is, then of course it is better to wait for the Lord to put an end to suffering. 


Dr. AntHony N. Domonxkos (by invitation) : There should be an elucidation of the history. 
The ulcerative lesions started out as excessive granulation tissue with fluid underneath, freely 
movable by the fingers, some 18 months ago, and at that time it was thought some lympho- 
blastomatous or malignant lesion other than Kaposi’s should be considered. At that time the 
biopsy showed nothing but Kaposi’s. Over a period of one year the man received approximately 
1600 r of x-rays in doses of 100 r, and he did improve during that time. In November, 1954, 
after the lesion had existed for 14 or 15 months, another biopsy was made because there was 
no further improvement and there was a constant draining of serum so that he had to wear 
a rubber overshoe to catch the fluid. There was not only the lesion on the ankle, but also one 
below the knee. This received no irradiation, so the question of that entering into the picture 
seems to be excluded. However, the histologic picture of section from both the ankle and the 
knee were similar. The patient was sent to Boston and given cathode ray therapy. The total 
dose was 750 rep, which is considered to be one erythema dose, so it was actually not a 
tumoricidal dose. The slide was seen by various pathologists at Lahey Clinic, who felt there 
was nothing compatible with lymphosarcoma, but all with Kaposi’s sarcoma. Six weeks later 
they were not quite pleased with the progress of this lesion, so another biopsy was made, which 
again was reviewed by a number of authorities there, and this time they believed it was 
definitely a malignant lesion. The patient was then given 2,000,000 volt x-ray therapy; a 
total of 2000 r was administered approximately three weeks ago; therefore, it can be said that 
x-ray therapy has not had enough time to exert any improvement. 

Dr. Wrtpert Sacus: It is exceedingly difficult to make a diagnosis of Kaposi’s on a 
single ulcerated lesion, especially in a woman. The microscopic picture can so resemble spindle- 
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cell sarcoma and angiosarcoma that anyone can make a mistake. I believe this patient has 
Kaposi’s and lymphosarcoma. Some years ago I wrote a paper on Kaposi’s and leukemia in 
the same patient and at that time found only four cases. Since then I have seen two cases with 
lymphatic leukemia. When a patient has Kaposi’s and develops any type of lymphoblastoma, 
the prognosis becomes very serious, and I don’t believe amputation is going to help. 

Dr. Frank E. Cormia: A clinician can’t argue with a pathologist as to what is going on 
in this situation, but I think the comments of Drs. Cipollaro and Costello are much to the point. 
Kaposi’s disease has a varied pathologic picture, and if there is a great deal of proliferative 
element and less of the angiomatous, it would be difficult to say whether we were dealing with 
lymphosarcoma or Kaposi’s as such. Added to the fact that a dependent portion of the body 
is involved, the infectious element might have been of considerable importance, and I think 
the patient should have the benefit of an anti-infectious regimen. I am wondering how much 
improvement one would expect from x-rays if it were lymphosarcoma, because that would give 
us some light as to whether we were dealing with one or the other of these two conditions. 

Dr. EuGene F. Traus: If there has not been sufficient time to attain the final results 
from the recent x-ray therapy, then we should hold up on amputation until such a time when no 
further improvement is to be expected. But, assuming that the radiation is not effective in healing 
this lesion and assuming further that the pathologists are correct that a truly malignant lesion 
has been grafted upon a relatively benign one and that further radiation is no longer effective, 
particularly in view of the large amount that has already been given, I can see no reason to 
postpeze amputation further just because the man is still ambulatory. 

Dr. GEorGE C. ANDREws: He has had many million units of penicillin, and recently has had 
all kinds of antibiotics because we considered the element of infection important. We have had 
other cases with ulcers and gangrene of the feet in Kaposi’s disease. I have seen this man 
through some worse episodes than this, when he has had terrific cellulitis, edema, and fever, and 
we thought he was going to die. I am not going to rush into amputation. It is very difficult 
for a heavy man of his age to get used to using a stump. As Dr. Machacek says, he has the dis- 
ease in the knee and probably other places too. Examination of two lesions here, verified by the 
surgical pathology department and also by the Lahey Clinic, substantiate the diagnosis of some 
type of lymphoblastoma in this case. We have to accept their findings. The patient has been 
under my care for some 20 years and has had a lot of low-voltage radiation therapy. It was 
because he had had the total safe limit of radiation that we sent him for cathode ray treatment. 
When there is a complete change of radiation technique, it is more likely to promote benefit. 
That is why a cathode ray machine was used. There has been considerable improvement. 


Poikiloderma Atrophicans Vasculare. Presented by Dr. GERALD F. MACHACEK. 


A male college student aged 17 is presented from the Vanderbilt Clinic with a rash of three 
years’ duration, which began on the palms and gradually spread to the chest and body. 


DISCUSSION 


Dr. GEorce M. Lewis: Clinically, I will have to agree with the diagnosis and presume that 
lymphoblastoma has not been uncovered at this time. I think here again we are dealing with a 
continuing process which may take many forms. It is sometimes difficult to make up our minds 
which disease is uppermost, but I think I would lean toward the feeling that this patient will 
have a lymphoblastoma some day. 


Dr. Georce C. ANDREws: I realize that certain parts of this eruption, particularly where 
the biopsy was made, looked a good deal like poikiloderma vasculare atrophicans, but the 
condition of the palms is usually not found in that disease, and the eruption which resembles para- 
psoriasis is different, so I am not sure of the diagnosis. It would be a good idea to make other 
biopsies from the chest or back where the eruption looks a good deal like parapsoriasis, and 
another from the dorsal surface of the finger where it suggests pityriasis rubra pilaris. Just to 
see the elbows and upper arms on the extensor surfaces I fully agree with the diagnosis, but in 
looking at the rest of the picture I am puzzled. 

Dr. ANTHONY C. CrPoLLaro: It is a complicated and confused clinical picture. As Dr. 
Andrews points out, there are features of parapsoriasis, features of poikiloderma, and features of 
other conditions. I don’t think one can discuss this case intelligently after seeing it for only a 
few moments. Poikiloderma vasculare atrophicans of Jacobi varies extremely in type, and 
whether or not this disease eventuates into mycosis fungoides or some other lymphoblastoma, or 
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whether it is a lymphoblastoma right from the start which simulates poikiloderma is not clear 
to my mind and is not known at present. I have followed one patient who has had poikiloderma 
and has mycosis fungoides, and he has had the condition for nearly 30 years. It has never been 
treated, and he has never developed any tumor lesions, and yet all biopsies have been typical of 
mycosis fungoides. What that man has may be another example of a disease that simulates 
poikiloderma of Jacobi. 

Dr. Eucene F. Traus: It is difficult to be absolutely certain of the diagnosis at this 
point. The presenting one may well be correct. On the other hand, pityriasis rubra pilaris is a 
possibility, and, since many of these dermatoses in their early developmental stages are not 
characteristic either clinically or microscopically, such possibilities should be kept in mind. 
As for treatment, I would use something extremely mild and soothing such as lanolin, and 
perhaps vary small doses of ultraviolet light much as if treating a mild ichthyosis. I would 
certainly give no x-ray or other radiation until the exact diagnosis is clear. 

Dr. GerRALD F. MacHAceK: There was absolutely no evidence in the biopsy of a lympho- 
blastomatous process at this time. The very fact that he has such a pleomorphic picture makes 
the diagnosis of poikiloderma a tenable one. We thought of pityriasis rubra pilaris, and some 
lesions on the back do show the lichenoid type of parapsoriasis. 


Case for Diagnosis: Case’s Tumor? Presented by Dr. EUGENE F. Traus. 
Psoriasis. Presented by Dr. J. Lowry MILLER. 

Herpes Zoster Gangrenosus. Presented by Dr. WILBERT SACHS. 

Lymphoblastoma. Presented by Dr. ANTHONY C.. CIPOLLARO. 

Case for Diagnosis: Neurodermatitis? Presented by Dr. ANTHONY C. CIPOLLARO. 
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It is generally agreed that the demonstra- 
tion of L.E. cells in the bone marrow or 
blood is a highly specific test for systemic 
lupus erythematosus. Aside from its value 
in diagnosis, the test is proving useful to 
the clinician in broadening his understanding 
of many hitherto puzzling features of the 
natural history of the disease, its often pro- 
tracted and variable course, as well as its 
protean symptomatology. 


One of the most satisfactory laboratory 
procedures for the demonstration of L. E. 
cells is by means of the two-hour clot tech- 
nique on peripheral blood. This so-called 
L. E, clot test has been in use in the labora- 
tories of the Mayo Clinic since the fall of 
1951 as a screening procedure in cases in 
which the clinician had some reason to sus- 
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TOLOGY 
The Chnical Significance of the 


pect the presence of lupus erythematosus. 
In order to evaluate the L. E. clot test more 
fully, we have reviewed the records and the 
course of patients seen in 1951 and 1952 
whose blood was originally reported as posi- 
tive or doubtfully positive for the presence 
of L. E. cells. The original laboratory slides 
have been restudied. The clinical and labora- 
tory data and the course of the patients whose 
status in 1955 could be determined have 
been reviewed and summarized. 


THE L. E, CELL PHENOMENON 


The L.E. cell phenomenon, as first described by 
Hargraves and associates in 1948, consisted of the 
finding of a characteristic cell in the bone marrow 
from patients with acute systemic lupus erythema- 
tosus.1 In the marrow preparations, heparin was 
used as an anticoagulant. The L. E. cells were sub- 
sequently found in a higher percentage of cases 
when peripheral blood in which coagulation had 
taken place was used.? Since 1949 numerous tech- 
niques for the production of L. E. cells in peripheral 
blood have been described.* It has been shown * that 
a lytic or L.E. factor is present in the gamma 
globulin of patients suffering from systemic lupus 
erythematosus, which produces a lysis and disinte- 
gration of the nuclei of the patient’s leucocytes or of 
those from normal patients. There results an amor- 
phous or cloudy mass of nuclear material, probably 
a nucleoprotein, which is then phagocytized by 
mature neutrophiles, monocytes, and occasional 
eosinophiles. When stained with Wright’s or a 
tetrachrome stain the typical L. E. cell may be seen 
(Figs. 1 and 2). 

The procedure as developed by Zimmer and Har- 
graves ? and by Magath and Winkle 5 consists of 
allowing 10 ml. of whole blood to clot in a test tube 
at room temperature for two hours. The clot is then 
put through a fine sieve, and the blood obtained is 
pressed and centrifuged for five minutes. Smears of 
the buffy coat are made, then stained with Wright’s 
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Fig. 1—Typical “L. E.”’ (lupus erythematosus) 
cell in smear from clotted peripheral blood (clot 
test) (Wright’s stain; <x 1100). 


stain and examined for L. E. cells. This method 
has been used routinely at the Mayo Clinic since 
August, 1951, and has been found to be satisfactory. 

The identification of a typical L. E. cell is not dif- 
ficult, but in many instances cells which in appear- 
ance approach or resemble the L. E. cell may be very 


Fig. 2—Cluster of L.E. 
—S stain; X ~— 


cells in clot test 








puzzling. The tart cell described in bone-marrow 
preparations consists of a phagocytized nucleus 
which has retained some features of its chromatin 
pattern (Fig. 3). Such -nucleophagocytosis is often 
seen with L. E. cells in clot smears, but it may occur 
in other conditions. A characteristic of the L. E. 
phenomenon is the appearance of clumps of leuco- 
cytes in clusters surrounding L.E. cells or the 
amorphous material (Fig. 4). Often clumps of 
neutrophiles undergo distortion and nuclear dis- 
integration which may resemble the lysis seen in 
positive L. E. smears (Fig. 5). 


During the arbitrary period selected for 
this survey, that is, from the fall of 1951 
through the year 1952, the L. E. clot test 





Fig. 3.—Nucleophagocytosis (tart cell) in clot 
test. Note evidence of chromatin pattern in phago- 
cytized nucleus (Wright’s stain; x 960). 


was performed on the blood of 909 patients. 
The result of the test was reported positive 
or doubtfully positive in 142 instances. The 
original laboratory specimens were reviewed ; 
some of them showed nucleophagocytosis 
(tart cells) or amorphous material or clump- 
ing of neutrophiles without the presence of 
L. E. cells. In this way 21 specimens were 
classified as negative by present standards 
and were eliminated. Five hundred neutro- 
philes were counted, and the percentage of 
L. E. cells was recorded. We have classified 
as positive only those cells in which neutro- 
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Fig. 4.—Clump of leucocytes about L. E. cell and 
amorphous material (Wright’s stain; x 960). 


philes have contained the characteristic 
material. In a survey of the patients con- 
cerned, the status in 1955 of nine of the 
group could not be ascertained. The records 
and tests of the 112 remaining patients form 
the basis of this report. 


Fig. 5—Clump of neutrophiles in negative clot 
smear. Note nuclear disintegration (Wright’s stain; 
x 500) 





Tas_eE -1—One Hundred Twelve Patients with 
Positive Result of L. E. Clot Test: Age Dis- 
tribution at Time of Examination in 1951- 
1952; Indicating Also Those Who 
Died Subsequently 











Men Women 
A A. 
a , Ve. + 
Age, Yr. Total Died Total Died 
WA i cervine 2 0 6 4 
TORR enkscnes 6 z 24 ll 
Drees tk tenis 4 1 25 10 
WD i ics Shs 2 1 16 5 
GOB s ctv ecace 5 3 16 6 
60-69.......008 8 1 8 2 
Total 22 8 90 38 





For the most part, the general character- 
istics of the group are quite similar to those 
which have been reported for patients with 
systemic lupus erythematosus from our clinic 
and elsewhere.* Approximately 80% were 
women and 20% were men. The age of the 
patients in decades at the time of examination 
in 1951-1952 is portrayed in Table 1. The 
trend toward the older age group (41% 
over the age of 40 years) is surprising but 
is explained later. It was found impractical 
to classify the patients according to the age 
at which symptoms first appeared. Forty-one 
per cent of the 112 patients have died. 


SYMPTOMATOLOGY 


The clinical syndromes into which these 
patients fit are consistent with the presently 
broadened concept of lupus erythematosus 
as a systemic disease. The classic symptoms 
of fatigue and more or less fever were almost 
invariably present. Multiple symptoms were 





* References 6 to 9. 


TasBLeE 2.—One Hundred Twelve Patients with 
Positive Result of L. E. Clot Test: Classified 
in Terms of Symptoms 








Arthritie 

APUG 55 iin SS. scare bones Fe cated 74 

pa eee eee Ore Pores pr eee 33 

Bg Sores pr ee eer eer ery Pry 16 
Cutaneous 

POG sah ch sosesikdvsnedacechiesssdvrcess 9 

DURSOUOR Oe oooh vin iesé gies 6663 ded does 36 

Atypical (purpura, ete.)......6......005+ 16 
Pe ins ci cocks fecsseSeccessacansens 41 
Idiosynerasies (drugs, SuN)............+0+ 40 
Neroho ghee ss vevccessicuges ccd nec yacces 16 
BGOCMODAERG 6 ioc oc ciccncdecs cévgecconesic 20 
BON OMOC OT viinsicccicsic ges deesagieccecice 10 
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the rule, some of them clear-cut, others 
obscure (Table 2). The association of ar- 
thralgia, arthritis simulating rheumatoid 
changes in the joints, and Raynaud’s phe- 
nomenon with lupus erythematosus is well 
known. Of this group 95% presented symp- 
toms of arthralgia or arthritis, while 14% 
portrayed Raynaud’s phenomenon on ex- 
posure to cold. Frequently it was difficult 
or impossible to distinguish between lupus 
erythematosus and rheumatoid arthritis. 

The low incidence of cutaneous lesions is 
surprising. The characteristic textbook pat- 
tern of butterfly efflorescence was found in 
less than one-third of the patients. Atypical 
eruptions, such as urticaria, purpura, ery- 
thema multiforme, erythema nodosum, and 
a seborrheic flush, were not uncommon. The 
presence of purpura was found to be related 
to the more serious forms of the disease. 
In nine patients there was a history of 
lesions of the discoid type, antedating by 
months or years the appearance of systemic 
symptoms. One such instance is remarkable. 

A woman died in 1952 at the age of 69 years 
from systemic lupus erythematosus after an acute 
illness of about six months’ duration. In 1927 she 
had been under treatment at the clinic, and ap- 
parently had been cured of discoid lupus erythema- 
tosus, confirmed microscopically. Earlier records of 
the clinic revealed that a lesion had been removed 
surgically from the tip of the nose in 1911, sup- 
posedly a low-grade epithelioma. Review of this 
tissue in 1955 showed the characteristic histologic 
pattern of discoid lupus erythematosus profundus. 
This patient, then, had discoid lupus in 1911 and in 
1927 and died of systemic lupus in 1952. 


The occurrence of pulmonary symptoms at 
some time in the course of the disease was 
not unusual. Vague complaints referring to 
pleural pain or chest pain were not tabulated. 
Episodes of recurring pneumonia or pneu- 
monitis, pleural effusion, and pulmonary 
infarction were noted in 41 instances. 

Some form of idiosyncrasy to drugs, re- 
actions to blood transfusions, or hypersensi- 
tivity to sun was noted in 40 patients. 

Various neurologic disturbances occurred, 
as a part of the lupus syndrome, in the form 
of peripheral neuritis, shifting neuropathy, 
convulsions (apart from the administration 
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of steroid therapy), and psychologic disturb- 
ances, 

Lymphadenopathy and splenomegaly were 
noted on occasions as the predominating 
signs. Biopsy of lymph nodes invariably re- 
vealed a nonspecific hyperplastic reaction, 
although in several instances the presumptive 
diagnosis of Hodgkin’s disease was enter- 
tained. 

LABORATORY DATA 


Abnormalities of the principal laboratory 
data are summarized in Table 3. In few 
conditions is the sedimentation rate of the 
erythrocytes more consistently elevated than 
in lupus erythematosus. Elevation of the 
sedimentation rate plus the presence of leuco- 


TABLE 3.—One Hundred Twelve Patients with Posi- 
tive Result of L. E. Clot Test: Classified in 
Terms of Laboratory Abnormalities 








Erythrocyte Sedimentation 
Rate (Westergren) Number 

Rate { 0-49 13 
Mn./1 1 50-99 40 
Hour | 100 or more 41 

Leucopenia (less than 4,500/eu. mm.).............. 40 

PIR ios eae tea vite onc boehved deed ipiuecok bus 45 

MO aig i oo EAS Shwe ue ek eae vane wetanvouere 44 

Serum globulin (above 3.0 gm./100 cc.)............ 54 

Abnormal serologic reaction for syphilis.......... 38 





penia is often revealing to the clinician. 
Anemia is less constant and a severe degree 
of anemia was not often encountered. There 
were four instances in which anemia of the 
hemolytic type appeared to be present. 
Thrombocytopenia was not of major signifi- 
cance except in a few instances in association 
with purpura and other bleeding tendencies. 

When albuminuria of considerable severity 
(Grade 3 or 4) or albuminuria with casts 
or erythrocytes was consistently present, or 
when the blood urea was distinctly elevated, 
with or without edema, the case was classified 
among those with renal complications. Such 
changes boded a poor prognosis, for nearly 
all the patients in this group have died. 

Hyperglobulinemia frequently occurred, 
the increase being chiefly in the gamma 
globulin. Abnormal serologic reactions for 
syphilis, particularly anticomplementary re- 
actions, were noted in 38 cases. 
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CLINICAL CHARACTERISTICS 


From a clinical standpoint we divided our 
patients into three groups (Table 4). The 
first (roughly 42%) includes those who 
presented the classic features of systemic 
lupus erythematosus, with typical cutaneous 
lesions, fever, arthralgia, sensitivity to sun, 
and so forth. As might be expected, the 
L. E. clot test was of value here chiefly in 
confirming the diagnosis. From the Table it 
will be seen that the majority of these pa- 
tients had very positive results of L. E. tests 
(more than 10% of cells being L. E. cells), 
but there were three patients, who are 
still living, who had weakly positive 


TABLE 4.—One Hundred Twelve Patients with Posi- 
tive Result of L. E. Clot Test: Percentage of 
L.E. Cells in Specimen* Correlated 
with Course of Disease 











L. E, Cells 
c— — —, Aver- 
1% or Less 2%-10% 11% or More age 
Clinical —— > ca Age, 
Picture Alivet Deadt Alivet Deadt Alivet Deadt Yr. 
Typical 3 0 7 9 8 20 35 
Partly 
typical 9 5 13 t 7 4 85 
Atypical 12 6 6 1 0 0 45% 





* One specimen missing. 
+ Condition of patient in 1955. 


' results. The average age of the group was 


35 years. Sixty-two per cent of the patients 
are dead. 


The second group (35%) includes those 
patients whose symptoms were less classic. 
Cutaneous lesions were absent or were atyp- 
ical. Puzzling clinical syndromes were the 
rule, featuring fever of undisclosed origin, 
arthralgia, pleural effusions, renal insuffi- 
ciency, adenopathy, and neurologic signs. In 
this group the report of a positive result of 
an L. E. test was of great value in establish- 
ing the diagnosis. In some specimens only a 
few L.E. cells could be demonstrated, but 
the finding stimulated further investigative 
efforts. The average age of the patients was 
35 years. Twenty-six per cent of this group 
are dead. 

A third group remains, in which the clinical 
pattern is more or less inconsistent with 
the diagnosis of lupus erythematosus. Weakly 


positive results of L. E. tests were the rule, 
and, not infrequently, only one such finding 
was obtained on repeated testing. The pa- 
tients were in the older age group, averaging 
451% years at the time of the examination. 
Most of them had chronic illnesses simulating 
rheumatoid arthritis with actual impairment 
of joints. Seven patients in this group are 
dead. None showed final evidence of lupus 
erythematosus. One showed findings of poly- 
arteritis, two of generalized scleroderma, 
two of congestive failure, and one of gastric 
hemorrhage following treatment by cortisone 
for rheumatoid symptoms. In this third 
group, the significance of the finding of L. E. 
cells is open to question. 

It should be emphasized that, at some time 
in their course, some patients who develop 
full-blown systemic lupus erythematosus may 
have a negative or slightly positive result 
of the L. E. test, but as the disease progresses 
the result of the test may become strongly 
positive. Taken by itself, the L. E. test will 
certainly not serve for prognostic purposes. 
In general, patients in the older age group 
and those whose symptoms are predomi- 
nantly of rheumatoid character, seem least 
likely to progress unfavorably. 

Positive results of L. E. tests have been 
reported in association with penicillin reac- 
tions and after the administration of hydrala- 
zine hydrochloride (Apresoline hydrochlo- 
ride). The present survey antedated such 
knowledge and no such instances were un- 
covered in this series. 

Brief mention was made earlier of 21 
patients excluded from this series because 
the result of the L. E. test, originally reported 
doubtful, was now considered negative by 
present standards of interpretation. Review 
of the clinical records and course of this 
group showed no significant difference from 
the pattern of patients in the third group 
described above. The diagnosis in the major- 
ity was rheumatoid arthritis. 

At the present time, of the group of 112 
patients who showed a positive result of the 
L. E. test some two years or more ago, 46 
are dead and 66 are living. Fifteen of those 
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living had strongly positive results of L. E. 
tests, in which the L. E. cells numbered more 
than 10%. Of the 66 alive at the present 
time, 25 are in good health, 30 are semi- 
invalids, and in 11 the condition of the pa- 
tient is poor. 

SUMMARY 


One hundred and twelve patients with 
positive results of L.E. clot tests have been 
reviewed. In those with classic typical sys- 
temic lupus erythematosus the L.E. cell 
count was usually high and the percentage 
of deaths was greater, but prognosis cannot 
be determined by the L. E. test. In a group 
of partially typical cases the test varied a 
great deal but was of great diagnostic help. 
When the result of the test was weakly 
positive its significance was uncertain. Prop- 
erly interpreted, the L.E. clot test is of 
great aid in the diagnosis of systemic lupus 
erythematosus. It has broadened the scope 
of the disease, but clinical evaluation of each 
individual patient is important, since prog- 
nosis must depend on many factors, of which 
the result of the L.E. test is only one. 
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Laboratory Studies in 


Systemic Lupus Erythematosus 
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Laboratory studies in systemic lupus ery- 
thematosus, as in many other diseases, are 
important in two ways: first, to establish 
a diagnosis and aid in the treatment of 
individual patients ; second, to help in under- 
standing the development of the disease 
process. This discussion will be limited to 
the more general aspects of laboratory find- 
ings in this disease. 

The description of the L. E. cell by Har- 
graves, Richmond, and Morton* in 1948 
was of foremost importance because it estab- 
lished a simple and reliable diagnostic test 
for a disease which, until then, had been 
extremely difficult to diagnose. At the same 
time the L. E. cell test made two other claims 
for interest. First, because atypical as well 
as typical cases could now be diagnosed with 
some certainty, the importance of other ab- 
normal findings and their relationship to one 
another could be assessed. A yardstick was 
now available, against which the frequency 
and: specificity of other laboratory abnormal- 
ities could be measured. In this way it has 
become possible to describe a laboratory 
syndrome for systemic lupus erythema- 
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tosus—a series of anomalies which may help 
in understanding its pathogenesis. 

Second, investigation of the nature of the 
L. E. cell phenomenon itself has seemed to 
be a potentially fruitful field for study. A 
phenomenon so universal and so specific as 
this, it has been argued, must hold some clues 
to the pathogenesis of the disease. 


DISPROTEINEMIA IN LUPUS 


The laboratory syndrome which has 
evolved in systemic lupus seems to mark 
this disease as one in which protein metabo- 
lism is peculiarly affected (Table). The 
classic example of disease affecting the 
plasma proteins is, of course, multiple my- 
eloma. In myeloma there are often gross 
physical and chemical abnormalities: cryo- 
globulins, gel phenomena, and enormous in- 
crease in an electrophoretic component which 
is obviously different from any _ normally 
present protein. In lupus the plasma protein 
abnormalities are more subtle but none the 
less profound. The most striking changes 
here are biological rather than physicochem- 
ical. Hypergammaglobulinemia and abnormal 
liver function tests are almost constantly 
present, but these are nonspecific findings 
duplicated in other syndromes. Within the 
gamma globulins, qualitative anomalies of 
the serum proteins occur in lupus erythema- 
tosus which are almost as specific as the 
L. E. cell itself. 


False-positive serologic tests for syphilis 
(STS) have been recognized for many years 
in systemic lupus. These tests depend, of 
course, on the presence in the patient’s serum 
of a substance capable of reacting with cer- 
tain phospholipids. Coburn and Moore? 
showed that this substance is contained in 
the gamma globulin fraction, and that it 


313 








A. M. A. ARCHIVES OF DERMATOLOGY 


differs materially from the antibody present 
in proved cases of syphilis. Studies by Hase- 
rick and Long*® demonstrate that a false- 
positive STS sometimes precedes all other 
manifestations of the disease; an extremely 
interesting work by Moore,* now in progress, 
seems to show that one may predict the 
development of systemic lupus in patients 
with chronic false-positive STS. 

Acquired hemolytic anemia occurs with 
some frequency in this disease,® and is always 
associated with “coating” of the red blood 
cells by a protein which reacts with rabbit 
anti-human-gamma-globulin serum. In addi- 
tion to well-defined cases of acquired hemo- 
lytic anemia, a much larger proportion of 
patients (about 30% of cases) have “coated” 
erythrocytes without overt evidence of ex- 


and by Frick *° can be differentiated from 
those which have been described in diseases 
other than systemic lupus. This anticoagulant 
led to a hemorrhagic syndrome in the three 
cases mentioned above. Studies in our lab- 
oratory * have shown that it is present in 
subclinical form with considerable frequency 
in this disease, so that its detection may be 
of diagnostic significance. The presence of 
an anticoagulant may be significant also in 
that it may interfere with demonstration of 
L. E. cells by the clot method. 

The circulating anticoagulant of systemic 
lupus characteristically is a component of 
the gamma globulins and acts to delay the 
conversion of prothrombin to thrombin,* 
possibly by forming a temporary complex 
with thromboplastin. The three protein ab- 


Dysproteinemia in Systemic Lupus 








Abnormal Lab. Findings Due to Reacting with Frequency Importance 
False positive STS Gamma globulin Phospholipids 25-40% 5 ES md be earliest evidence of 
isease 
2. Diagnostic (if chronic) 
Positive antiglobulin test Gamma globulin RBC stroma 20-30% Acquired hemolytic anemia (8%) 
(? lipoprotein) 
Delayed blood coagulation Gamma globulin ? Thromboplastin 20-80% 1. Hemorrhagic diathesis (2%) 
(lipoprotein) 2. Diagnostic 


L. E. cell phenomenon Gamma globulin 


Thromboplastin 
then nucleo- 
protein 


td 


May interfere with L. E. 
cell test 
100% . Diagnostic 

es its in vivo occurrence 
produce pathologic changes? 


ne 





cessive hemolysis. Indeed, except for the 
lymphomas, systemic lupus is the disease 
most frequently associated with a direct 
positive antiglobulin test. The substance 
responsible for this finding is, by the very 
nature of its detection, in all probability a 
gamma globulin, with a specific affinity for 
some substance in the erythrocyte stroma. 
Whether it is, as Wiener’ suggests, an anti- 
body directed at the nucleus of the Rh sub- 
stance, or whether, like the other protein 
anomalies of lupus, it is specific for the dis- 
ease, has not yet been determined. 

A third abnormal protein found in sys- 
temic lupus is a substance which interferes 
with blood coagulation. Circulating anti- 
coagulants occur in association with a variety 
of clinical states. However, the anticoagulant 
described by Conley and Hartmann,* and 
subsequently by Cohen, Bonnin, and Hicks,® 
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normalities which have been described so 
far are all inseparably associated with the 
gamma globulin fraction. All have similar 
physicochemical characteristics, insofar as 
these are known. Each is present in, roughly, 
one-fourth to one-third of patients with sys- 
temic lupus. They are not at all mutually 
exclusive; patients who show one of these 
findings more often than not are found to 
have two or all three on closer investigation. 


THE L. E. CELL PHENOMENON. 


The fourth, and certainly most frequent, 
of the anomalous proteins of lupus erythema- 
tosus is the substance responsible for the 
L. E. cell phenomenon. This, like the other 
materials discussed above, is a gamma 
globulin.’? Its other physicochemical char- 
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acteristics are also similar to those of the 
other three abnormal protein activities. It 
differs from them in its frequency in the 
disease ; the L. E. cell factor is, for all prac- 
tical purposes, universally present. This 
material has the ability to react with chromo- 
somal material (desoxyribonucleoprotein) in 
such a way as to produce easily recognizable 
changes in the nucleoprotein. 

These changes were first recognized, in 
leucocytes, by Dr. Hargraves and his asso- 
ciates + and constitute the L. E. cell phe- 
nomenon. Similar changes in nuclear ma- 
terial of other cells of mesenchymal origin 
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Suggested mechanism of L. E. cell formation. 


have been observed in many tissues in this 
disease at postmortem examination.** Study 
by cytochemical methods of glomerular le- 
sions, fibrinoid material, and of so-called 
hyaline thrombi in cases of systemic lupus 
led Gueft and Laufer * to conclude that all 
these lesions contained remnants of nucleo- 
protein. It could be inferred from their 
studies that nucleoprotein degradation was 
in some way connected with the major ana- 
tomical changes of lupus erythematosus. 
With this in mind, study of the mechanism 
of L. E. cell production has seemed worth 
while (Figure). It has been learned that 


the L.:E. cell factor requires activation by 
a substance (at least partially) derived from 
blood platelets.+ It then reacts with sus- 
ceptible cells (recent evidence suggests that 
previously injured cells are most suscep- 
tible) 17 In this reaction some gamma globulin 
is consumed or bound.'* The nucleoprotein 
is now altered in what appears to be a 
specific way, and can be recognized in stained | 
spreads or sections as “L. E. bodies.” 

The exact nature of this alteration is still 
not clear. However, there is evidence that 
the nucleic acid moiety has undergone some 
slight depolymerization t and that histone 
(a strongly basic protein ordinarily tightly 
bound to nucleic acid) is no longer identifi- 
able.§ It has been hypothesized that by- 
products of this reaction might go into solu- 
tion, circulate, and lead to deleterious effects ; 
as yet this hypothesis has not been sub- 
stantiated. 

It seems beyond question that the L. E. 
cell phenomenon can and does occur in vivo 
under certain circumstances. Two probable 
prerequisites for its occurrence are (1) injury 
to susceptible cells and (2) breakdown of 
blood platelets. These two phenomena might 
be expected to occur together in case of 
trauma or intercurrent infection and inflam- 
mation. It has recently been shown that 
application of a tourniquet for five minutes 
constitutes sufficient trauma.”° In general, 
the plasma concentration of the L. E. cell 
factor varies with the activity of the disease, 
and exacerbations of the disease do follow 
trauma and intercurrent infections. These 
things have made the hypothesis that the 
L. E. cell factor is fundamental to systemic 
lupus an attractive one. It must be empha- 
sized, however, that no direct evidence has 
as yet been presented to verify it. 


What information we have has been put 
to practical use in the development of better 
ways of demonstrating the formation of 
L. E. cells in vitro. The use of clotted or 





+ References 15 and 16. 
} References 13 and 19. 
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defibrinated blood, coupled with vigorous 
traumatization of the blood cells, has in- 
creased the efficiency of the L. E. cell test. 
Traumatization of the cells by chemical 
means, so that all available leucocytes are 
similarly injured and can, presumably, react 
maximally with the L. E. cell factor, may 
result in a test which can be read with the 
naked eye. Preliminary studies with this test 
indicate it to be at least as sensitive as the 
clot method for demonstrating L. E. cells 
and considerably simpler to read.” 


CONCLUSIONS 


Many of the biochemical and anatomical 
lesions of systemic lupus, and a few of the 
clinical features, have been shown to depend 
on a system of abnormal proteins. Other 
abnormalities which are thus far unaccounted 
for may have similar explanations. Thus 
the thrombocytopenia sometimes found in 
the disease may have a humoral basis (as 
other thrombocytopenias do). 

All four of the abnormal proteins so- far 
described have remarkable similarity of physi- 
cochemical behavior. All are gamma globu- 
lins, all are heat-stable and stable for long 
periods at 4 C or —20 C. Their biological 
activities are not entirely dissimilar; all may 
react with phospholipids or lipoproteins. The 
question whether they are in fact four dif- 
ferent proteins or merely four facets of a 
single protein has not yet been answered. 


The biologic nature of these protein ac- 
tivities is similarly obscure. Do they represent 
aberrant antibodies to naturally occurring 
substances not ordinarily antigenic? Accept- 
ance of this view implies that the essence 
of systemic lupus is a peculiar type of hyper- 
reactivity. Or is the dysproteinemia of lupus 
an expression of a specific enzyme alteration 
or deficiency in globulin-forming tissues? 
In either case, protein changes are of great 
importance in the pathogenesis of the dis- 
ease. Lupus erythematosus, which was first 
thought of as a skin disease, then as a vas- 
cular disease, then as a collagen disease, 
may now in addition rightfully be considered 
a disease of protein metabolism. 
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SUMMARY 


A pattern of altered blood proteins can be 
recognized in systemic lupus. Four anoma- 
lous activities occur, all in the gamma globu- 
lin fraction. One is responsible for false- 
positive serological tests for syphilis, one 
for positive direct antiglobulin (Coombs) 
tests, one acts as an anticoagulant, and the 
fourth is the L. E. cell factor. The mecha- 
nism of the L. E. cell phenomenon and its 
possible relationship to local and constitu- 
tional lesions in lupus have been discussed. 
The nature and ultimate significance of the 
dysproteinemia of systemic lupus erythema- 
tosus is unknown. 
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ZINC OXIDE 


Zinc oxide has been used as a dermato- 
therapeutic agent for a long time. Pliny the 
Elder mentioned the use of zinc oxide.’ The 
standard texts of the latter half of the 19th 
century mention zinc oxide so casually and so 
consistently that we may assume it has been 
used in dermatological formulations for the 
past 100 years to about the same degree as 
we are using it today. In the course of a not 
too profound search for the pharmacology of 
zinc oxide, the absence of any extensive 
studies was both striking and unexpected. 
During a discussion of this subject, one of us 
(B. A.), who has been teaching and prac- 
ticing dermatology for 30 years, was startled 
by the realization that he could not give a 
very profound pharmacological answer to the 
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question, “Why do you prescribe zinc 
oxide?’ An unstudied answer to this ques- 
tion might be that zinc oxide is used as a 
“protective” to the skin, to add substance and 
bulk to the lotion or ointment to which it is. 
added, as an absorbent or adsorbent of secre- 
tions, and as an astringent. However, as soon 
as the word “astringent” is used it must be 
remembered that zinc oxide has been con- 


sidered a practically completely inert sub- 


stance. If it really is inert, then how could it 
act as an astringent, if such action implies 
protein precipitation? For such action, there- 
fore, we assume that the pH of the final 
formulation may determine variations in the 
properties that might be acquired by soluble 
end-products of zinc oxide acted on by acid 
environment. 

Haxthausen, in 1928,? with an almost 
clairvoyant foreknowledge of the technique 
used in antibiotic testing today, made up flat 
tablets of zinc ozide, sterilized them, and 
placed them on the surface of agar plates in- 
oculated with various bacteria. At a pH of 
7.5 there were sterile zones around cultures 
of Bacillus subtilis and wide zones around 
streptococci and staphylococci. At a pH of 
5.5 the zones of inhibition were markedly 
wider. He concluded that zinc oxide possesses 
a bactericidal property when applied to the 
skin, by the effect of the acids from bacteria, 
resulting in production of soluble zinc com- 
pounds. 

Other than this effect, Haxthausen men- 
tions very briefly the mechanical protective 
effect and the drying adsorptive action of 
zine oxide. The U. S. Dispensatory of 1883. 
says of zinc oxide,® 


. externally 4t is employed as an exsiccant to 
excoriated surfaces, sometimes by sprinkling it on 


the affected part, but generally in the form of an © 


ointment. . . . As a cosmetic, it has the great 
advantage over the preparations of lead of not 
being poisonous. . . 
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Of the ointment of zinc oxide, it says,* 


. is employed as a mild astringent application 
... in cutaneous eruptions, and in sore nipples and 
other instances of excoriation or ulceration . 


The 24th edition (1947) of the U. S. Dis- 
pensatory * adds very little more to these 


. descriptions other than to say this with some 


vague ambiguity, about zinc oxide ointment: 


To what the peculiar virtues of this ointment are 
due is not certainly known. The emollient effect 
of the base and the protective action of the metal- 
lic salt are obviously important [sic!] properties, 
but the ointment seems to have some other influ- 
ence on the skin; perhaps the zinc may exert a 
mild antiseptic or astringent action. However it 
acts, it is one of the most widely employed unguents 
in a large variety of diseases and irritations of the 
skin. 

This almost amounts to damnation by faint 
praise. 

In their chapter on “Treatment,” Sutton 
and Suttom® do not discuss zinc oxide spe- 
cifically as such, but out of 11 formulas for 
external preparations, 6 include zinc oxide. 
In the same edition, in their section on treat- 
ment of “Eczema,” ¢ they frequently mention 
calamine lotion and zinc oxide ointment. Out 
of eight prescription formulas, seven contain 
zinc oxide. The action or effect of zinc oxide 
is not specifically discussed. 

Sulzberger and Wolf, in their chapter on 
“Principles of Topical Medication” in their 
1940 “Dermatologic Therapy in General 
Practice,” * do not mention zinc oxide as 
such and do not list it in any of their six gen- 
eral classes. Yet, in their prescriptions for 
external treatment in the chapter on “Ecze- 
matous Dermatoses,” out of 16 formulas 13 
contain zinc oxide. Nowhere do they discuss 
zinc oxide itself as a therapeutic agent. 

Many authors of dermatology texts who, 
either directly or indirectly, prescribe great 
quantities of zinc oxide in practice give it 
slight recognition in print. This is strange 
treatment of an agent of which 40,000,000 Ib. 
are used annually in the drug and cosmetic 


industry ! £ 


* Reference 3, p. 1505. 

+ Reference 5, p. 222 ff. 

¢Sales Division, Merck & Co., Inc.: Personal 
communication to the authors. 


CALAMINE 


Calamine has been similarly slighted by the 
formal dermatology texts. The pharmaceuti- 
cal and chemical literature, however, has had 
considerable to say about it. In the “Pharma- 
copoeia Londinensis” (of which the Boston 
Medical Library has a copy), printed for the 
College of Physicians in London, in 1618, 
out of 42 ointments, Unguentum Rubrum, 
Desiccatiuum-Nicolai, and Unguentum Tu- 
tiae V Vigare each contain Lapis Calaminaris. 

The U. S. Dispensatory of 1883 says,§ 

. zine occurs native in two principal states; 
as a sulphide called blende and as a carbonate and 
silicate, to which the name of calamine is applied 
indiscriminately . . . zinc has been detected .. . in 
a peculiar violet, Viola calamina, growing on the 
calamine hills of Rhenish Prussia . . . The metal 
is extracted generally from calamine. 


Under “Calamine,” in the same edition, is 
the following || : 


Lapis Calaminaris. Calamine is found in the United 
States but more abundantly in Germany and Eng- 
land. It usually occurs in compact or earthy masses 
. . . but sometimes it is found crystallized. Its 
color is very variable; being in different specimens 
greyish, greyish-yellow, reddish-yellow . . . brown 
or brownish yellow . . . Prepared calamine [made 
by heating] . . . to redness and afterwards pulver- 
ize [d] . . . in the form of a pinkish or flesh 
colored powder is . . . employed as a mild astringent 
and exsiccant in excoriations and ulcerations. 


The 1947 U. S. Dispensatory attempts to 
clear up some of the confusion about cala- 
mine. Under “Zinc,” J] it gives the following 
compositions: “. . . calamine, Zn2SiO4.H2O; 
smithsonite, ZnCOs; franklinite, a mixture of 
zinc oxide with iron and manganese oxides.” 

In another section, the same volume, citing 
the U. S. P., says that calamine is zinc 
oxide with a small amount of ferric oxide. 
It indicates that this is synonymous with pre- 
pared calamine or artificial calamine, and goes 
on to say, 


. . . The term calamine is used to designate a 
hydrous zinc silicate and also a native form of 
zinc carbonate . . . Most of the substance sold 
today is simply zinc oxide colored with an iron 





§ Reference 3, p. 1541. 
|| Reference 3, p. 1594. 
{ Reference 4, p. 1292. 
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oxide ... It is . . . chiefly used to impart a flesh 
color to ointments, washes and powders.# 


More than 150 years ago, James Smithson, 
an Englishman well known to America be- 
cause his legacy founded the Smithsonian 
Institution, was intrigued by calamine. In a 
paper read before the Royal Society of Lon- 
don on Nov. 18, 1802, he stated,’ 


.. . Notwithstanding the experiments of Bergman 
and others, on those ores of zinc which are called 
calamine, much uncertainty still subsisted on the 
subject of them. Their constitution was far from 
decided, nor was it ever determined whether all 
calamines were of the same species, or whether 
there were several kinds of them .. . The following 
experiments were made to obtain a more certain 
knowledge of these ores; and their results will 
show the necessity there was for their further 
investigation, and how wide from the truth have 
been the opinions adapted concerning them . . . 


Smithson then gives the details of a series 
of chemical analyses of four different speci- 
mens. One specimen “. . . in the form of a 
sheet stalactite, quite white, perfectly opaque 
... from the mines of Bleyberg in Carinthia, 
consisted of zinc carbonate and traces of car- 
bonates of lime and lead. A specimen from 
the Mendip Hills in Somersetshire, of “. . . 
dense crystalline texture, tinged, externally, 
brown, but its interior color was a greenish 
yellow, . . .” and another specimen, from 
Derbyshire, “. . . small crystals of a pale 
yellow color . . . ,” both consisted of zinc 
carbonate. Another specimen, “. . . crystals of 
electric calamine from Regbania, Hungary 
...” was hydrated silicate of zinc. 


NEOCALAMINE 


By 1942 the pharmacists, pharmacologists, 
and dermatologists interested in zinc oxide 
and in calamine apparently reached the point 
where they felt it was necessary to stabilize 
and standardize the color of prepared cala- 
mine. Their attention to this aspect was prob- 
ably forced by the increasing production of 
darker-colored shake lotions by pharmaceuti- 
cal and cosmetic manufacturers. Not only 
was there an annoying variation in calamine, 
but even the prepared calamine was not any- 





# Reference 4, p. 183 ff. 
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where near natural skin color. We must not 
forget, in this consideration, that Paul Ger- 
son Unna had made the first move in this 
direction by the development of his iron-col- 
ored zinc, which he called “cuticolor.” This 
master of medical science did not feel it below 
his dignity to consider the importance of cos- 
metic appearance of his medications. The 
Committee of Revision of the seventh edition 
of the National Formulary, therefore, had 
precedents of high propriety in their intro- 
duction of prepared neocalamine. This is zinc 
oxide mixed with 3% red ferric oxide and 
4% yellow ferric oxide, weak yellowish 
orange in color. The U. S. Dispensatory 
says,* 

This preparation is employed for the same pur- 
poses as calamine; it has the advantage over the 
latter of being standardized with respect to its 
color, which simulates what may be considered to 
be a mildly “sun-tanned” complexion. 


This, officially, seemed to solve the prob- 
lem of modifying the indispensable white zinc 
oxide so as to make it uniform and cos- 
metically agreeable, and, at the same time, 
relegated to the background the confusing, 
inconstant, and variable calamine. Prepared 
neocalamine was enthusiastically combined 
into lotion, liniment, and ointment. Unfortu- 
nately, however, when the bed linen and the 
personal linen discolored with prepared neo- 
calamine began to return from the laundry 
stained with unremovable iron rust, a second 
look was in order. Gradually, the use of neo- 
calamine declined, and, although it was re- 
tained in the ninth revision of the National 
Formulary, it dropped to such a low that it 
has been deleted from the 10th revision, 
which has just now become official. Are we 
now back to where we were years ago, with 
white zinc oxide and with a ghastly, pale pink 
prepared calamine? We are, officially, as far 
as the U. S. P. and the N. F. are concerned. 


HYPERFINE ZINC OXIDE 


The relation between particulate size and 
therapeutic effect has long been of interest. 
About two years ago, two of us (L. M. O. 





* Reference 4, p. 732. 





ee te. CE 


eee ew 





UMI 


NEW ZINC OXIDE 


and B. A.) assisted a candidate for a 
Master’s degree in Pharmacy, whose thesis 
was on the improvement of dermatological 
formulations by micronization of the active 
agents. As a result of this investigation, there 
was made available to us a hyperfine grade of 
zinc oxide with a particulate size much 
smaller than any hitherto obtainable. At that 
time, it was this physical property in which 
we were principally interested. When the first 
samples came to our hands, however, we 
were amazed by the color of this chemically 
pure zinc oxide; its color was medium 
orange-pink ¢ (Munsell 5.0 YR 8/4). The 
first samples retained traces of ammonia, 
residual from the process of production, 
which is now absent. The size of the aggre- 
gates was also larger than the present ma- 
terial. It is now controlled and standardized 
so that it possesses the following properties : 

A. Visual Characteristics: fine, mobile powder, 
medium orange-pink color (“flesh,” “red,” 
“brick red,” “buff red,” etc.), easily dispersible 
when rubbed on the skin, to which it adheres with 


a dry, palpable tenacity. (Even though colored, it 
does not stain clothing.) 





+ This color name is according to the Standards 
set by the National Bureau of Standards and by the 
Inter-Society Color Council of which the Com- 
mittees of Revision of the U.S. P. and the N. F. 
are members. For a description, refer to the N. F. 
or to Appel, B.: “Decadent Descriptions in Derma- 
tology” (Arch. Dermat. & Syph. 62:370-379 
[Sept.] 1950). 


Fig. 1—Neo-Zinc Oxide Hyperfine, light micro- 
scope; Xx 24,000. These are aggregates, ranging 
from 14 to 204 or more in diameter; the thickness 
varies widely, the edges are irregularly crumbling. 
The particulates are so small, they can only be 
visualized by electron microscopy (See Fig. 3). 








Fig. 2.—Zinc Oxide U.S. P., light microscope; 
X 24,000. These are large particulates and aggre- 
gates. Note the definite, sharp, crystalline structure. 


B. Fluorescence: When excited by ultraviolet 
light (Wood’s light) it reflects a strong purplish 
red (Munsell 10.0 RP 5/10). One application of 
the powder, lotion or ointment, well rubbed on the 
skin, will continue to fluoresce characteristically 
for several days, even after ordinary washing. 

C. Light Microscope (Fig. 1): Dispersed in 
mineral oil, the aggregates are unequal and irreg- 
ular and range from about 14 to 20% or more in 
diameter, with widely varying thicknesses. The 
edges are irregularly granular, and the impression 
is one of a soft substance, easily crumbling into 
much smaller aggregates. This is confirmed by the 
electromicroscope. 

By contrast, zinc oxide U. S. P. shows large 
particulates with definite, sharp, crystalline edges. 
The particulates clump together into larger aggre- 
gates (Fig. 2). 

D. Electron Microscope: Very small aggregates, 
of approximately lw, are visualized as consisting 
of orderly arranged particulates which are crystal- 
lites of about 200 A in size. The disorders in the 
crystal lattice produce cage-like porous particles, 
which so reflect incident light that its color is 
toward the red end of the spectrum (Fig. 3). 


Pharmaceutical formulations are accom- 
plished easily, using the hyperfine zinc oxide 
(Neo-Zinc Oxide Hyperfine) to replace the 
total zinc oxide and prepared calamine or neo- 
calamine. The finished formula maintains a 
stable appearance and is cosmetically more 
suitable for a wider range of complexions 
than any of the other official preparations. We 
have made up and used, clinically, the stand- 
ard formulas of lotion, liniment, and oint- 
ment. In more than 50 patients, both sexes, 
various ages, with the ordinary indications 
for such formulas, as urticaria, dermatitis 
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Fig. 3—Neo-Zinc Oxide Hyperfine, electron microscope; X 80,000. Distance between marks 
at bottom represents 1“. This is a small aggregate of porous, uniform, crystalline particulates, 
each approximately 200 A. in size, in this electron-photomicrograph. 


venenata, seborrheic dermatitis, disseminated 
neurodermatitis, sun screen for chronic lupus 
erythematosus, acne vulgaris, etc., the gross 
clinical effect has been satisfactory. We have 
not yet observed any unusual effect. 
Uncompleted studies to determine whether 
the extremely small particulate size endows 
this Neo-Zinc Oxide Hyperfine with greater 
penetrability than U. S. P. zinc oxide indicate 
that such may be the case. Tentative elec- 
tron-microscopic examinations of biopsy 
specimens on human skin point to the possi- 
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bility that some of this zinc may penetrate 
well below the epidermis. These studies are 
being pursued at this time and will be re- 
ported later. 

The possibility of systemic absorption of 
zinc from the use of Neo-Zinc Oxide Hyper- 
fine has occurred to us. In searching for a 
method of quantitative analysis, we discov- 
ered that such tests for zinc interpose pecul- 
iarly more difficulties than for other common 
heavy metals. Apparently, the urinary excre- 
tion of zinc is not a satisfactory method of fal- 
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lowing its absorption.{ We are, therefore, at 
present engaged in experiments to determine 
whether there will be any evidence of ab- 
sorption of measurable amounts of zinc in the 
blood after external application of Neo-Zinc 
Oxide Hyperfine. 


EXPERIMENT: BACTERIOSTATIC ACTION 


Having in mind Haxthausen’s report on 
the bactericidal action of zinc oxide,? we 
performed tests, comparing U. S. P. zinc 
oxide with Neo-Zinc Oxide Hyperfine. We 
used official formula calamine lotion, and the 
identical formula, replacing all the zinc with 
Neo-Zinc Oxide Hyperfine; similarly. with 
zinc oxide ointment. 

The organisms tested were the following: 


Micrococcus pyogenes, var. aureus 
Streptococcus pyogenes 
Pseudomonas aeruginosa 
Pseudomonas fluorescens 
Flavobacterium harrisonii 
Aspergillus niger (conidia) 


PROCEDURE 


Lotions.—The various organisms were inoculated 
from 0.85% saline suspension into 10 ml. samples 
of lotion. The contamination was from 10,000 to 
100,000 per milliliter. After varying intervals of 
time, the viable organisms were determined by 
plate counts. 


Ointments.—Dried or practically dry cells of 
each organism were mixed with ointment by tritu- 
ration in a mortar. To determine the number of 
viable cells per gram plate counts were made as 
follows: Approximately 100 mg. of the contam- 
inated ointment was mixed with 10 cc. of sterile 
liquid petrolatum at 50 C. Dilutions were then 
made into 10% polyoxyethylene sorbitan mono- 
laurate (Tween 20), and suitable portions of the 
resulting emulsion were transferred to Petri dishes. 


RESULTS 
For practical conclusions, there was no 
effective bacteriostatic action on the tested 
organisms by the lotions or the ointments. 
S. pyogenes was rapidly suppressed by U. S. 





¢ Laboratory, Division of Occupational Hygiene, 
Department of Labor and Industries, Common- 
wealth of Massachusetts, Personal Communication 
to the authors. 


P. lotion and not by the Neo-Zine Oxide 
Hyperfine; P. aeruginosa was suppressed by 
both at the end of 24 hours. Neither oint- 
ment effectively suppressed any of the organ- 
isms at 24 hours; M. pyogenes and S. pyo- 
genes were still viable in both ointments after 
7 days, 14 days, and 21 days! 

Although these tests were not carried out 
exactly as Haxthausen’s, they do seem to 
indicate that lotion and ointment of either 
zinc oxide should not be seriously considered 
as bactericidal. 

COMMENT 

It is interesting to speculate on the possi- 
bilities of increasing the amount of zinc in the 
skin by the use of Neo-Zinc Oxide Hyper- 
fine. Whether such an effect, if it can be pro- 
duced, will be useful remains to be shown. 
The effect of increasing or decreasing the 
amount of intrinsic zinc in the skin is also 
still speculative. That certain amounts of zinc 
are present in normal skin has already been 
completely established by McCardle and Eng- 
man Sr. and Engman Jr.® in 1941, and more 
recently by Goldblum, Derby, and Lerner.® 
These latter workers found values for zinc 
in skin of 0.002% to 0.068%. McCardle and 
the Engmans made a more exhaustive study 
of normal skin and various dermatoses. They 
found zinc fairly constant in all their cases 
studied, in normal and abnormal skin. 

In his discussion of nutritional essentials, 
Rothman * states that zinc is an enzyme 
cofactor. He also discusses the place of zinc 
as an important trace metal in nutrition and 
describes dermatological changes in zinc de- 
ficiencies in animal experimentation. In man, 
however, zinc deficiency probably never 
occurs, because of the adequacy of zinc in 
food, in Rothman’s opinion. This is con- 
firmed by opinions of investigators of occu- 
pational hygiene.§ 

It seems to us that this new form of zinc 
oxide may play an even greater part in der- 
matology than as a long-sought, uniform, 
standard, adequately colored, benign covering 





§ Laboratory, Division of Occupational Hygiene, 
Department of Labor and Industries, Common- 
wealth of Massachusetts: Personal communication 
to the authors. 
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agent. We think it possible that by using this 
as a tool, we might be able to demonstrate the 
relation between particulate size and penetra- 
tion or dispersion down through epidermis. 
Further electron-microscopic and histological 
studies, in which we are still engaged, may 
supply the answer. 


SUMMARY AND CONCLUSIONS 


Zinc oxide is perhaps the most frequently 
and most voluminously used agent in topical 
dermatotherapy. Because of an almost total 
absence of pharmacological discussion in the 
formal texts on dermatology, its use by the 
dermatologist is developed in a nebulous, 
almost subconsciously instinctive manner. 
The usual concept of its action is probably 
that of an inert blanket. We could not demon- 
strate any value as a bacteriostat against sev- 
eral common bacteria. 

Calamine, used in external preparations for 
well over 300 years, is a zinc ore found 
naturally in Europe, England, and America. 
Exactly how it was introduced into dermato- 
therapy is not clear, but the fact that some 
calamines possess reddish or brownish-red 
colors, approximating skin color, probably 
was the most important factor in the spread 
of its use. Because of its wide variation in 
composition, as well as its inconstancy of 
color, it was replaced by a synthetic called 
prepared calamine, made by adding about 
0.5% red ferric oxide to white zinc oxide. 
This is pale pink. 

Neocalamine, a much more cosmetically ac- 
ceptable skin cover, made by adding 3% red 
ferric oxide and 4% yellow ferric oxide to 
white zinc oxide, enjoyed only a few years 
of popularity. Principally because of its stain- 
ing property, it has been deleted from the 
10th revision of the National Formulary. 

Neo-Zinc Oxide Hyperfine is a new form 
of chemically pure zinc oxide. By the special 
technique of its manufacture, its molecular 
structure has a distortion in its crystal lattice 
which reflects light so that its color is mod- 
erate orange-pink (‘‘flesh,” “red,” “brick 
red,” “buff red,” etc.). The particulate size 
is extraordinarily small, about 200 A. Aggre- 
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gates of the particulates can be milled or 
micronized down to as small as 1 w. The pre- 
pared powder has a characteristic mobility, is 
easily dispersed when rubbed on the skin, to 
which it adheres with a dry, palpable tenacity. 

It combines pharmaceutically as easily in 
all formulations as does white zinc oxide but 
is cosmetically as effective a skin cover as the 
usual cosmetic preparations. Studies of its 
penetrability and dispersion through the skin 
by electron microscopy and histologically are 
in progress. 

It gives promise of displacing white zinc 
oxide and calamine in topical dermato- 
therapy. 

ADDENDUM 


A report on the chemistry and method of 
production of this Neo-Zinc Oxide Hyper- 
fine by Dr. J. B. Conn is in preparation, 
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MUNA 


Cryoglobulin may be present in the blood 
of patients who apparently do not have any 
significant or evident disease, the condition 
being known as “essential cryoglobulinemia,” 
or it may be present in the blood of patients 
who have a great variety of diseases when 
it is recognized as “symptomatic cryoglobu- 
linemia.” 

The purpose of this report is to review 
briefly some of the pertinent medical litera- 
ture concerning cryoglobulinemia, with spe- 
cial emphasis on the dermatologic findings 
which have been reported, and to present 
the histories of two patients with essential 
cryoglobulinemia. 


REVIEW OF LITERATURE 


Stein and Wertheimer,* in 1942, and 
later in 1944,® designated the term “cold 
fraction,” or cold-susceptible portion, as the 
protein portion of a serum which precipitated 
when the serum stood for 24 hours at 7 to 
11 C. With warming of the serum to 37 C 
the protein tended to revert to a dissolved 


state. “Cryoglobulinemia” is a term first used 


by Lerner and Watson ‘ to signify the pres- 
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* References 1 and 2. 


ence in the blood of a group of proteins 
with the common property of precipitating 
or gelling spontaneously from cooled serum. 
“Cryo” is derived from the Greek word 
“kryos” meaning cold. If the cryoglobulin 
is in high concentration, precipitation may 
occur at room temperature. Protein in the 
blood which was susceptible to cold had been 
reported for several years before the term 
“cryoglobulinemia” was introduced, and 
most of the earlier references can be found 
in the articles of Lerner and Watson and 
others.t Apparently, cryoglobulin is not 
found in the serum of normal patients, for 
example, patients without any definite dis- 
ease.® 

Symptomatic cryoglobulinemia may occur 
among patients with such diseases as multiple 
myeloma t; kala-azar §; malignant lympho- 
mas ** and leukemias ||; periarteritis no- 
dosa f[; bacterial endocarditis, especially of 
the subacute type #; septicemia,* and disease 
of the liver such as cirrhosis.¢ Cryoglobulin 
has been noted occasionally to occur in the 
blood in association with other diseases but 
usually only in small amounts. Some of the 
diseases which have been reported in associa- 
tion with cryoglobulinemia are listed in 
Table 1. Other diseases associated with 
cryoglobulinemia are reported in several 
prior articles.t 





+ References 4 to 10. 

t References 7 and 11 to 22. 

§ References 1 to 3. 

|| References 24 and 25. ~ 
{ References 26 and 27. 

# References 1 to 3 and 6, 9, 10, and 26. 
* References 1 to 3 and 26. 

+ References 1 to 3, 26, and 28. 

t References 5 to 7, 9, 10, and 25. 
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Cases of essential cryoglobulinemia have 
been reported by several investigators.§ In 
the cases reported by Thorne and Russell ** 
and by Hutchinson and Howell,** although 
no definite disease associated with the 
cryoglobulinemia could be incriminated, the 
presence of plasma cells in the sternal aspira- 
tions suggested multiple myeloma. 


DERMATOLOGIC AND RELATED 
MANIFESTATIONS 


Various cutaneous and other findings 
have been reported in cases of cryoglobuli- 
nemia. It is, of course, speculative whether 
these manifestations are a result of the 
cryoglobulinemia, rather than a coincidental 
finding, or a result of the primary disease 


symptoms of intolerance to cold. Other 
findings which have been reported include 


epistaxis, or other bleeding tendencies, from 


the mucous membranes ||; retinal disease, 
such as thrombosis of the central vein of the 
retina’? and retinal hemorrhage {[; deaf- 
ness,ff and arthritis or arthralgia.# Conges- 
tive heart failure developed in one patient * 
who was found, at necropsy, to have had 
chronic glomerulonephritis. Cryoglobuline- 
mia has been noted to occur in some patients 
with coronary-artery disease.*® 


LABORATORY EXAMINATION 
Laboratory studies may disclose abnormal 
findings in cases of cryoglobulinemia. If the 
cryoglobulinemia is due to an underlying 


TaBLeE 1—Diseases Associated with Cryoglobulinemia 








Frequent 
Multiple myeloma 


Kala-azar 

Malignant lymphoma and leukemia 
Periarteritis nodosa 

Subacute bacterial endocarditis 
Septicemia 


Liver disease including cirrhosis and 
hepatitis 


Raynaud’s phenomena 


Relatively Infrequent 

Infections, such as: 

Malaria 

Leprosy 

Leishmaniasis 

Osteomyelitis 

Pneumonia and bronchiectasis 
Cardiovascular-renal disease, including: 

Rheumatic heart disease 

Nephritis 

Coronary-artery disease 2° 

Ayerza’s syndrome ®° 
Arthritis, rheumatoid and infectious 
Lupus erythematosus 





among those patients with symptomatic 
cryoglobulinemia. Some of the findings re- 
ported are as follows: Raynaud’s phenom- 
ena ||; mottling color, sometimes as a 
localized or generalized cyanotic color, ap- 
parently suggesting a livedo reticularis or 
cutis marmorata{; purpura #; urticaria *; 
acrocyanosis *7; gangrene, especially of the 
digits +; violaceous papules **; cutaneous 


ulceration {; edema of parts of the body . 


exposed to cold, especially the legs, some- 
times associated with vesiculation,§ and 





§ References 4, 5, 7, 8, and 31. 

|| References 7, 11, 17, 24, 33, and 34. 

{| References 11 and 33. 

# References 4 to 7, 18, 26, 31, 32, and 34. 
* References 4, 8, 15, and 31. 

+ References 26 and 33. 

t References 18 and 20. 

§ References 4 and 18. 
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disease, that is, multiple myeloma or malig- 
nant lymphoma, the appropriate laboratory 
tests will usually reveal this disease. Some 
of the important findings which might lead 
to a specific test for cryoglobulin in patients 
who evidently do not have any underlying 
disease include persistent unexplained ane- 
mia, elevated rate for erythrocyte sedimenta- 
tion, unusual formations of rouleaux, or an 
unexplained elevated total protein or globu- 
lin fraction. The total protein and sedimenta- 
tion rates may be normal, however, at room 
temperature. Apparently, abnormal results 
for a serologic test for syphilis have been 
reported only once.” Results of cold auto- 
agglutination or isoagglutination tests have 





|| References 7, 11, 17, 18, and 24. 
{ References 7 and 17. 
# References 7, 17, and 18. 
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CRYOGLOBULINEMIA—DERMATOLOGIC MANIFESTATIONS 


been reported as normal for patients with 
cryoglobulinemia by several investigators,* 
although the clinical manifestations of Ray- 
naud’s phenomena, gangrene of the digits, 
and sensitivity to cold are manifestations 
not infrequently found with an elevated cold 
agglutination antibody titer. 

We do not intend to discuss the nature 
of the cold-precipitated protein found among 
patients having cryoglobulinemia. References 
and extensive investigative work can be 
found in the reports of several authors. 
Most investigators are of the opinion that 
the abnormal protein is a globulin, probably 
wholly, but at least partially, gamma globu- 
lin, although beta globulin also may con- 
tribute to the precipitate. The site of 
formation of cryoglobulin is unknown. 
Lerner and Watson‘ speculated that the 
liver was the site of production, whereas 
Barr, Reader, and Wheeler’ considered that 
possibly the plasma cells, as, for example, 
in multiple myeloma, might be the source 
of this abnormal protein. 

“Purpura hyperglobulinemia” is a term 
introduced by Waldenstrém ¢f to indicate the 
condition of a group of patients having 
purpura, high erythrocyte sedimentation 
rate, hyperglobulinemia, and often anemia. 
Cryoglobulin was demonstrated in the blood 
of one patient,”* and, although Waldenstrom 
did not present any conclusive evidence of 
an underlying primary disease, “incipient 
myelomatosis” was included in the title of 
the article. 

The dermatologic manifestations associ- 
ated with cryoglobulinemia most commonly 
are Raynaud’s phenomena, purpura, tendency 
toward bleeding from the mucous mem- 
branes, urticaria, gangrene of the digits, 
ulcerations, and various manifestations of 
sensitivity to cold. Lerner and Watson * 
stated that the increased viscosity of the 
blood containing cryoglobulin or actual intra- 
vascular precipitates of cryoglobulin could 
be the cause of some of the manifestations 
of cryoglobulinemia. Schwartz and Jager *° 





* References 4, 7, and 31. 
+ References 8, 17, 25, and 35. 
t References 21 and 22. 


stated the opinion that temporary or func- 
tional occlusion of the vessels by precipitated 
protein and erythrocytes could lead to vascu- 
lar spasm, sometimes reflexly referred to 
other cutaneous vessels, and that intimal 
vascular damage could lead to permanent 


‘thrombi and occlusion. 


REPORT OF CASES 


Case 1.—A 51-year-old white farmer was seen 
at the Mayo Clinic for the first time in May, 1949. 
The patient had never noted visual difficulties until 
February, 1948, when uveitus and secondary glau- 
coma developed. These conditions cleared in about 
one month while he was being treated with mydri- 
atics and typhoid-vaccine injections. In August and 
December, 1948, and in February, 1949, he had had 
similar episodes, which involved one or both eyes, 
associated with symptoms of pain in the involved 
eyes, nausea, hazy vision, and “rainbows.” The 
tonometric pressure in the left eye had been 72 mm. 
of mercury during one period of glaucoma. Roent- 
genograms of the thorax and sinuses and the results 
of complete physical examinations and cutaneous 
tests for. allergies were said to have been without 
evidence of abnormality, normal or insignificant. 

Three days before the patient was seen at the 
clinic transient aching pains developed in the right 
eye. 

Ophthalmologic examination revealed injection of 
the bulbar conjunctiva, Grade 1. The tonometric 
pressures were’ well within normal limits. Several 
brownish keratic precipitates were noted on the 
posterior surface of the corneas of both eyes, as 
well as bilateral posterior nasal synechiae and one 
tiny red spot at the terminal end of a venule below 
the left fovea which could have represented a 
hemorrhage. Further ophthalmologic findings were 
not significant. No clues were found as to the 
cause of his ocular difficulties. 


The patient returned for the second time in 
August, 1951. He stated that in March, 1950 (ap- 
proximately one and a half years prior to his 
return), several tiny nodules, a few millimeters to 
1 to 2 cm. in diameter, had appeared on the fore- 
head. At the same time and subsequently, similar 
yellow to reddish nodules had appeared on the 
extremities and trunk. These nodules seemed to 
grow peripherally with central clearing and tended 
to atrophy. The lesions generally had a yellowish 
color, especially behind the advancing peripheral 
border. They were painless and asymptomatic, 
even though occasional scaling, blackish discolor- 
ation and gangrene would develop in the center 
of these plaques. Biopsy of some of these cutaneous 
lesions in June, 1950, had shown the histopatho- 
logic features of a “sarcoid structure.” 
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During February, 1951, a plaque on the left leg 
began to grow rapidly, and a central crust de- 
veloped. The administration of calciferol (vitamin 
D.) and several local roentgen-ray treatments had 
not been beneficial, and this plaque and several 
other lesions on the lower extremities became ulcer- 
ated and painful: The patient denied having fever, 
loss of weight, anorexia, cough or other respiratory 
symptoms, 

He stated that during recent years he had noted 
some intolerance to cold weather and frequent 
numbness and ‘pain in the left great toe and first 
metatarsal region after being in the cold for one- 
half to one hour. During the winter of 1950 to 
1951 his sons had noted blueness and: whiteness 
about the patient’s mouth on his exposure to cold 
and he himself had noted paleness of the feet and 
coldness and moderate cyanosis of the hands and 
feet. 

There was no history of thrombophlebitis or 
varicose veins, and the patient denied ever having 
had tuberculosis. The family history was not con- 
tributory, and there was no family history of 
tuberculosis. 

Examination revealed many reddish-brown to 
purple nodules, generally symmetrical, involving 
the trunk and extremities. Lesions were noted on 
the forehead, sacral region, epigastric region, pubic 
region, dorsum of the left wrist, umbilicus, right 
thigh, and legs. The size of the lesions varied from 
a few millimeters in diameter to indurated plaques 
of 5 to 6 cm. in diameter. Mariy of the sclerotic 
plaques, especially on the legs, had somewhat clear 
central portions and nodular borders. The central 
parts were often slightly scaly, yellow in color, 
and revealed some gangrene and ulceration. A con- 
siderable portion of one large plaque on the left 
pretibial region was ulcerated. The plaques on 
the legs suggested necrobiosis lipoidica diabetico- 
rum, while the nodules elsewhere on the body were 
suggestive, clinically, of sarcoid (Fig. 1, a and b). 
The lesions were hypersensitive to dull or sharp 
stimuli such as pin prick; none of the lesions tested 
had an anesthetic area. The peripheral pulsations 
in the arteries of the upper and lower extremities 
were all good except those in the left ulnar and 
left dorsalis pedis arteries, which had slightly 
diminished but palpable pulsations. The remainder 
of the physical examination did not reveal anything 
significant. Nowhere was lymphadenopathy unusual 
and the liver and spleen were not palpable. Varicose 
veins or deep or superficial chronic venous insuffi- 
ciency was not evident. 

A cold pack of ice, which was applied to a 1-cm. 
area of normal skin for 72 hours, did not elicit any 
urticarial reaction. 

Laboratory examinations included urinalyses which 
showed albuminuria, Grade 1+, on two occasions 
and no Bence Jones protein on two occasions. 
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Erythrocytes numbered 4,030,000 and leucocytes, 
2,500 and 6,000 per cubic millimeter of blood on 
two occasions; the value for hemoglobin was 11 gm. 
per 100 cc. of blood. The differential leucocyte 
count was normal. 

Peripheral blood smear showed .a very unusual 
picture. Rouleaux, Grade 4, and masses of pale 
pink -amorphous material were noted in many 
regions. , This suggested the presence of an abnormal 
protein. Some atypical lymphocytes were noted. 
Histopathologic examination of a slightly ulcerated 
plaque of the right leg revealed a foreign-body type 
of reaction. A granulomatous infiltrate was present 
in the dermis and subcutaneous tissue (Fig. 2, a, 
b, and c). The infiltrate was usually fairly well 
circumscribed, especially about the blood vessels. 
The infiltrate was composed of histiocytes, lympho- 
cytes, some epithelioid cells, regions of necrosis, 
and many giant cells, usually of the foreign-body 
type, although an: occasional Langhans’ type of 
giant cell was noted. Typical tubercle formation 
was absent, and the granulomatous infiltrate did not 
suggest sarcoid or. other granulomas which 
may. resemble tuberculosis on histopathologic ex- 
amination. Several vessels revealed thickening and 
nonspecific cellular infiltration of their walls, intimal 
proliferation and occlusion of the lumens, sometimes 
by a thrombus. The elastic fibers of the corium 
were replaced by the granulomatous infiltrate. 
Stains for- mucin, amyloid, fat, and acid-fast bacilli 
were negative.. The giant cells did not seem to 
contain fat, organisms, or foreign material. 

The platelet count was 166,000 per cubic milli- 
meter of blood, and the fasting blood sugar was 
115 mg. per 100 cc. A glucose tolerance test 
showed a normal response and curve pattern. A 
sulfobromophthalein test for liver function did not 
show retention of dye at the end of one hour. 
Results of the Kahn serologic test for syphilis were 
negative, as were those of cutaneous tuberculin tests 
in which purified protein derivatives of first and 
second strengths were used. 

An intradermal injection of Congo red into two 
indurated plaques and one portion of normal skin 
did not reveal an abnormal uptake of dye character- 
istic of amyloidosis. The results of ophthalmologic 
examination were unchanged from those obtained 
in May, 1949. Aspirations of bone marrow from 
the. sternum and iliac crest revealed hypocellularity, 
depression of erythropoiesis and myelopoiesis, with 
a mild increase of lymphocytes. Much pink-stain- 
ing amorphous material was noted. Megakaryocytes 
were not seen. Marrow aspirated from the iliac 
crest revealed an occasional plasma cell and one 
giant binucleated plasma cell. The paraffin section 
of the iliac bone marrow revealed much homog- 
enous pink material and also a nest of degenerated 
plasma cells. 
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CRYOGLOBULINEMIA—DERMATOLOGIC. MANIFESTATIONS 





Fig. 1—(a) Left leg. Note large ulcer on pretibial aspect of the leg, which has a sharp, 
irregular margin and blackish sphacelus-covered base. Lesions above and to the right of the 


ulcer resemble necrobiosis lipoidica diabeticorum (August, ~1951). 


(b) Right leg. Note 


sclerotic dark plaque and small pigmented nodule (August, 1951). 


Roentgenograms of the thorax, skull, long bones, 
hands and feet did not reveal any evidence sug- 
gestive of multiple myeloma. 

The value for cryoglobulin was about 1.5 gm. 
per 100 cc. of plasma. The cryoglobulin fraction 
precipitated at about 30 C and redissolved at 33 C 
in vitro. The sedimentation rate of erythrocytes 
(Westergren method) at room temperature (about 
25 C, cryoglobulin removed from solution) was 
7 mm. in the first hour, and at 37 C (cryoglobulin 
in solution) was 110 mm. in the first hour. The 
values for serum proteins at 37 C (including cryo- 
globulin) were 8.97 gm. per 100 cc. for total pro- 
tein, 2.34 gm. for albumin and 6.63 gm. for globulin. 
The cold agglutination antibody titer was 1: 8. 

The patient was hospitalized for the first time 
in September, 1951, and was treated with potassium 
permanganate wet dressings and dry heat to the 
ulcerations and elevation of the lower extremities. 
He was given an empiric trial of nitrogen mustard 
administered intravenously. He received a total 
dose of 0.3 mg. per kilogram of body weight (ap- 
proximately 17 mg.), in divided doses, on Sept. 20 
and 21, 1951. In October, 1951, after his dismissal 
from the hospital, the lesions seemed improved. 


The black sphacelus had separated from the ulcer- 
ation on the left leg, and epithelialization was occur- 
ring. The sclerosis of other plaques was resolving. 
In November, 1951, however, new punched-out 
ulcerations developed on the left lower extremity, 
which did not respond to local measures of treat- 
ment. The total protein at 37 C was 9.3 gm. per 
100 cc. plasma, and the total protein minus the 
cryoglobulin fraction was 8.0 gm. in 100 cc. plasma. 
Therefore the cryoglobulin determination was 1.3 
gm. per 100 cc. plasma. 

The patient was hospitalized for the second time 
during December, 1951, and January, 1952. Ex- 
amination revealed an ulcer with a bloody crust 
inside one nasal vestibule and a generalized erup- 
tion of small subcutaneous nodules and plaques of 
similar color and appearance as previously recorded. 
An ulcer had developed on the left leg, and the 
healed residuum of an ulcer was evident on the right 
leg. 

The results of laboratory examinations were 
unchanged. Bacteriologic culture of material from 
the ulcer of the left leg revealed Pseudomonas and 
Corynebacterium organisms. 
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Fig. 2—(a) Section from plaque on right leg. Granulomatous infiltrate, frequently peri- 
vascular, involving dermis and subcutaneous tissue. Note occlusion of vessels at X (hematoxylin 
and eosin; X 20). (6) Higher magnification of area shown at Y in a. Cellular infiltrate of 
histiocytes, lymphocytes, some epithelioid cells, and. several foreign-body giant cells are present, 
as well as several small areas of necrosis (hematoxylin and eosin; X 75). (c) Section from 
plaque on right leg. Large arteriole at dermal-subcutaneous junction shows thickening and 
some nonspecific cellular infiltration of the vessel wall and complete occlusion of the lumen. 
A small vessel below contains an amorphous thrombus (elastin H; X 230). (d) Sectinn from 
lesion of abdomen; subcutaneous tissue. Note many foreign-body giant cells and other similar 
features as noted in b (hematoxylin and eosin; X 105). 
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Nitrogen mustard was again administered intra- 
venously on each of two successive days, Dec. 12 
and 13, 1951, in the same amount as given previous- 
ly. The ulcerations did not improve, and the use 
of occlusive dressings seemed to result in deepening 
and widening of the ulcerations. Multiple new 
ulcerations developed on the legs, and the nodules 
elsewhere were unchanged. Toward the end of 
December, 1951, the middle third of the left leg 
was almost entirely ulcerated with surrounding 
erythema and vesiculation. The pain was severe. 


The patient was dismissed from the hospital 
temporarily, but in spite of various antiseptic wet 
dressings and other local treatments the ulcerations 
did not improve, and he entered the hospital for 
the third and last time in February, 1952. Exam- 
ination revealed an ulceration involving three-quar- 
ters of the lower part of the left leg with vesicles, 
pustules, and necrotic skin about the edges of the 
ulceration. 

Laboratory examinations did not reveal essential 
differences in many of the prior blood determina- 
tions. Anemia and leucopenia were prominent. 
The L. E. cell test gave negative results. Cultures 
of material from the ulcer of the left leg revealed 
Escherichia coli, Aerobacter aerogenes, and Strepto- 
coccus faecalis on one occasion, and A. aerogenes 
and Pseudomonas organisms on another occasion. 
No tuberculosis organisms or fungi were found 
on culture. Results of intravenous injection of 
Congo red to test for amyloid (Paunz’ test) were 
negative. Histopathologic examination from a 
cutaneous specimen for biopsy of an annular indur- 
ated plaque on the abdomen again revealed a for- 
eign-body type of granuloma (Fig. 2d). 

The ulcerations were treated locally with a 
variety of antiseptic and antibiotic wet dressings. 
Antibiotics, including orally administered oxytetra- 
cycline (Terramycin), were given for systemic 
treatment. He received two blood transfusions of 
250 cc. each. He received a diet high in protein 
and carbohydrate, supplemented by brewer’s yeast 
and multiple vitamins. Improvement of the ulcer- 
ation was slow, and he was dismissed in mid- 
March, 1952. He was advised to use chlorophyll 
A (Chloresium) wet dressings locally and a high- 
caloric diet and supplementary vitamins. 

He returned in April, 1952, about one month 
after his dismissal. His general condition was good, 
and approximately a quarter of the ulceration of 
the left leg had healed. The remainder of the ulcer- 
ation showed exuberant granulation tissue. The 
other nodules of the extremities and trunk were 
unchanged. In June a dermatologist, whom he had 
consulted, wrote that gigantic ulcers were present 
on the left leg associated with marked hypertrophic 
granulation tissue. In August he was hospitalized 
elsewhere for several weeks. In September, 1952, 
he wrote that several new ulcerations had developed 


on his legs. In November, 1953, more than a year 
later, he wrote that he was underweight but that 
all the ulcerations had healed and no new ulcer- 
ations were evident. Aching and burning of the 
legs were noticed after prolonged walking: 

In March, 1955, he wrote that he had had an ulcer 
on one of his legs in the summer of 1954 but that 
this had healed spontaneously without local or 
systemic treatment. Since then he had not had 
any new ulcerations. He wrote that he had general- 
ized pruritic, sore “red spots” over his body, espe- 
cially prominent on the face. He had little strength, 
tired easily, and was underweight. Even though 
his appetite was good he was unable to gain weight. 

Case 2—A 38-year-old white housewife was 
seen at the clinic in February, 1955. She had been 
in good health until six weeks previously, when 
edema and pains of the knees, hands, and ankles 
had developed, followed in three days by a macular 
purpuric eruption on the ankles. She had been 
hospitalized elsewhere for several days, and the 
purpura and polyarthritis subsided. She stated that 
the results of all the laboratory tests had been 
“normal.” Shortly after she had returned home, 
the purpura reappeared on the ankles and spread 
upward to involve the entire lower extremities 
including the buttocks. She had noted some urti- 
carial lesions associated with the purpuric areas on 
her lower extremities. Some edema of the legs 
and ankles had been noted in the evening, but it 
usually disappeared before. morning. At times 
since her hospitalization she had had “burning” of 
the feet and legs, but the arthralgia or polyarthritis 
had not recurred. 

Her general health had been good, and she denied 
having fever, loss of weight, unusual fatigue, epi- 
staxis, or unusual bleeding tendencies. She had 
not noted any unusual sensitivity to the sun or facial 
or other eruptions suggesting lupus erythematosus. 

She gave no history of any allergies except that 
she believed citrus fruits aggravated her. present 
eruption. There were no known allergies in the 
family, and the family history was not significant. 

Examination revealed a pale, afebrile woman. 
She had bilateral pitting edema of the feet, ankles, 
and legs, and a symmetrical petechial or ecchy- 
motic eruption involved the entire lower extremi- 
ties, buttocks, and forearms. Purpuric lesions were 
0.5 to 3 cm. in diameter, some with annular con- 
figuration and clear centers but without evidence 
of atrophy. Some combined urticarial and .purpuric 
lesions, usually about 1 cm. in diameter, were 
noted on the lower extremities. 

The remainder of the physical examination, in- 
cluding pelvic and neurologic examinations, did 
not show any significant abnormality. There was 
no unusual lymphadenopathy; the liver or the 
spleen was not palpable, and varicose veins or 
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evidence of chronic venous insufficiency of the lower 
extremities was not noted. 

Laboratory examinations revealed a value for 
hemoglobin of 10.8 gm. per 100 cc. of blood; the 
erythrocyte count was 3,310,000 per cubic milli- 
meter of blood, and the leucocyte counts, which 
showed the presence of leucopenia, ranged between 
2,800 and 4,800. The results of urinalysis were 
normal except that on one occasion albuminuria, 
Grade 1+, was noted. Bence Jones protein was 
not found in the urine. The differential leucocyte 
count revealed 33% lymphocytes, 6% monocytes, 
1% basophilic neutrophiles and 60% polymorpho- 
nuclear neutrophiles. A blood smear, stained with 
Wright’s stain, revealed rouleaux of erythrocytes, 
Grade 3, and toxic characteristics of leucocytes. 
The sedimentation rates of erythrocytes (Wester- 
gren method) at room temperature on two occa- 
sions were 91 and 93 mm., respectively, in the first 
hour. The platelet count was 197,000 per cubic 
millimeter of blood, and the bleeding and clotting 
times were normal. The tourniquet test for capil- 


A routine determination of the serum proteins 
by the modified Kingsley procedure§ at room 
temperature (approximately 25 C) revealed a value 
for total protein of 8.62 gm., for albumin, of 3.55 
gm. and for globulin, of 5.07 gm., all per 100 cc. 

The patient was hospitalized and given a diet 
from which most of the common allergy foods, such 
as eggs, chocolate, pork, various fruits and vege- 
tables, and so forth, had been eliminated. When she 
reclined, her lower extremities were elevated, and, 
when she was walking about, elastic supportive 
bandages were used. During this period she had 
transient urticaria of the trunk and extremities, 
which she believed had been inadvertently initiated 
by orange and grapefruit juices. Urticaria was 
noted occasionally under the petechial eruption of 
the lower extremities. After 10 days in the hospital, 
the edema of the lower extremities subsided and 
90% of the purpuric regions had resolved. On 
dismissal she was advised to continue to be careful 
with her diet and to use elastic bandages when 
walking about. 


TABLE 2.—Paper Electrophoresis of Serum Proteins 

















Serum at 0C Serum at 37 C 
(Without Cryoglobulins), (Cryoglobulins in Solution), 
Total Proteins, Total Proteins, 
6.66 Gm./100 Ce. 8.87 Gm./100 Ce. 
“% Gm.7100 Ce. * “% Gm./100 Ce. 
PS AOR IRE SHEE Y mene MEU URILS SEONG NH 48 2.87 41 8.45 
Ce i AMR DE A gs a ag pe nas Acts Ph ee aes 5 0.35 5 0.41 
OI rs Seas is Sa bcos ke oe a 7 0.47 6 0.54 
Pe us as pag FAW ee ee ta ll 0.74 9 0.74 
Be) MRE EERE CRORE RNS SA OLCD SRP RN RE 34 2.28 39 8.23 
lary fragility showed an abnormal number of pete- COMMENT 


chiae in the delimited area below the manometric 
cuff. The roentgenogram of the thorax did not 
show evidence of abnormality, and results of the 
sulfobromophthalein test for liver function, thymol 
turbidity test of liver impairment, prothrombin 
time, van den Bergh’s direct and indirect tests, 
serologic test for syphilis, and the L. E. cell test 
on two occasions were negative or normal. 

A study of aspirated bone marrow revealed an 
active marrow with numerous megakaryocytes and 
normoblast. Some maturation arrest was evident, 
but left shift was not noted. Results of study of the 
bone marrow were not considered diagnostic. 

Paper electrophoretic studies of the serum pro- 
teins revealed the following: At 0 C (cryoglobulin 
removed from solution) the value of total protein 
was 6.66 gm. in 100 cc. of serum; the serum 
was warmed and the cryoglobulin thereby 
dissolved, the value of total protein was 8.37 gm. 
The distribution of the various serum protein frac- 
tions is presented in Table 2. 

The alteration in gamma globulin was the great- 
est, being about 1 gm. per 100 cc. of serum. 
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Apparently the two patients whose cases 
are presented herein had essential cryoglobu- 
linemia. In the first case, a diagnosis. of 
lymphoblastoma was considered but was not 
established, and intravenous administrations 
of nitrogen mustard were not of significant 
value. The dermatologic manifestations were 
somewhat unusual in that generalized nodules 
simulated sarcoid clinically, and sclerotic 
plaques resembled necrobiosis lipoidica dia- 
beticorum. The ulcerations of the lower 
extremities were chronic, recurrent, and re- 
sistant to various types of therapy. On sev- 
eral occasions histopathologic examinations 
of material removed for biopsy from the 





§ At the Mayo Clinic normal: values for serum 
proteins by this method are considered to be as 
follows: total protein 6.60 gm., albumin, 4.1 gm., 
and globulin, 2.5 gm. per 100 cc. 
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edges of an ulcer or of a nodular lesion, 
revealed a foreign-body type of granuloma. 
The histopathologic picture was not that of 
sarcoid or necrobiosis lipoidica diabeticorum. 


Ulceration has been reported infrequently 
among patients with cryoglobulinemia. Flem- 
berg *° reported the cases of two patients 
with ulcerations: one patient had necrotizing 
areas of the legs, elbows, and ears, and 
was shown, at necropsy, to have had multiple 
myeloma; the second patient had recurrent 
necrotic ulcerations of the legs, but evidence 
of myeloma was not found. Histopathologic 
examination of biopsy specimens of cutane- 
ous lesions in these patients revealed vascu- 
litis with perivascular infiltrate and marked 
tendency toward the formation of hyaline 
thrombi in the lumens of the vessels. It was 
not stated from what type of lesions the 
material for biopsy was obtained. 

R6rvik ** reported the case of a patient 
with cryoglobulinemia associated with mul- 
tiple myeloma. The patient had generalized 
irregular violet-blue patches, some with cen- 
tral depression and a necrotic appearance. 
An ulcer 4 by 3 cm. had been present on 
the abdomen for several weeks. Several 
ulcerations subsequently developed on the 
trunk and extremities. Histopathologic ex- 
amination of specimens from a cutaneous 
lesion of the thorax after necropsy revealed 
the presence of myeloma cells, especially 
in the subcutaneous tissue, and the micro- 
scopic examination of specimens for biopsy 
from the edge of the abdominal ulcer revealed 
granulation tissue and necrosis of the sub- 
cutaneous tissue and possibly a small focus 
of plasma cells. 

It is interesting to note the clinical and 
histopathologic similarities between the cu- 
taneous nodules and plaques in the first pa- 
tient, and the condition described by 
Miescher and Leder** and others || as 
“granulomatosis disciformis chronica et pro- 
gressiva.” The lesions in this condition 
usually occur on the legs, but may occur 
elsewhere on the body, and consist of plaques 
which resemble necrobiosis lipoidica dia- 





|] References 37 and 38. 


beticorum both in color and configuration. 
Papular lesions may be present. The plaque 
type of lesions apparently may appear some- 
what like localized scleroderma or even 
granuloma annulare. The histopathologic 
features of this condition, as described by 
the aforementioned authors, usually reveal 
a chronic granuloma which involves the 
cutis and subcutis. Fibroblasts, lymphocytes, 
epithelioid cells, histiocytes and giant cells, 
both of Langhans’ and foreign-body type, 
may be present. The granulomas are fre- 
quently perivascular. The vessels may reveal 
intimal proliferation. and occlusion of the 
lumen of the vessels, sometimes by thrombi. 
Bacteria, tubercle bacilli, or double refractile 
particles have not been’ found in these 
granulomas. Necrosis was not reported in 
biopsy specimens. Apparently ulceration has 
not been noted to occur in these lesions, and 
mention of sensitivity to cold or test for 
cryoglobulinemia has not been reported. The 
nature of this condition is unclear. Tuber- 
culosis or some other specific etiologic factor 
has not been proved apparently. 

The pictures of the lesions and _histo- 
pathologic examinations, as presented by 
Miescher and Leder,®* are not too dis- 
similar from the findings in our Case 1, 
except for the presence of ulceration and 
the findings of necrosis in some areas by 
histopathologic examination in our patient. 

The unexplained glaucoma mentioned in 
our first case could possibly have been an 
ophthalmologic manifestation of cryoglobu- 
linemia. Reports of this type of ocular com- 
plication were not noted in the literature. 

The second patient, whose case we re- 
ported, apparently also has essential cryo- 
globulinemia. The purpura and urticaria are 
consistent with this diagnosis. She should 
be reexamined periodically and should be 
observed to see whether or not any of the 
diseases associated with symptomatic cryo- 
globulinemia develop. 


SUMMARY AND CONCLUSIONS 


Some of the dermatologic manifestations 
reported in the literature associated with 
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cryoglobulinemia are reviewed. It is specu- 
lative whether cryoglobulin actually causes 
these manifestations, but it is theoretically 
possible that, with high concentrations of 
cryoglobulin such as our patients had, the 
findings are related to cryoglobulinemia. The 
cases of two patients with essential cryo- 
globulinemia are reported: One patient had 
generalized nodules which, clinically, simu- 
lated sarcoid, and plaques with ulceration 
which suggested necrobiosis lipoidica dia- 
beticorum. Nitrogen mustard was given 
intravenously on an empiric basis on two 
occasions, but was not of definite value. 
Histopathologic examinations of specimens 
for biopsy removed from the nodules or 
ulcerated plaques revealed a foreign-body 
granuloma. 

Cryoglobulinemia, either essential or symp- 
tomatic, should be considered as a possible 
disease among patients having the following 
dermatologic manifestations, usually associ- 
ated with sensitivity to cold: (1) Raynaud’s 
phenomena, (2) purpura or other bleeding 
tendencies, (3) urticaria, and (4) ulceration 
of the lower extremities. 
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he Use of Woric Acid in 


Dermatologic Picilice 


RUSSELL S. FISHER, M.D., Baltimore 
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The last decade has seen the development 
of a large number of therapeutic agents for 
use in skin diseases. Some are highly potent 
and specific and when applied for a particular 
bacterial infection are more effective than 
any other agent. The nonspecificity of the 
vast majority of dermatidides, their nature 
being influenced perhaps more by the host 
reaction than by the nature of the insulting 
agent, has, however, prevented truly great 
strides in the development of highly specific 
skin therapeutic measures. Most dermatolo- 
gists still find wet dressings, soaks, heat and 
cold, and protection extremely important 
components of their armamentarium. Among 
the oldest and most widely used chemical 
agents in the administration of these thera- 
peutic procedures are boric acid and alumi- 
num acetate (Burow’s solution). As far 
back as 1702, Homberg prepared boric acid 
and called it “sal sedativum.” Since the com- 
pound has no internal sedative effect, it must 
be inferred he coined the name because of 
its soothing effect when used in solutions on 
the skin. American treatises on dermatology 
in the latter part of the last century prescribe 
boric acid, and the agent has certainly had 
a long and useful history in dermatologic 
practice, Recently, reports of toxicity in the 
medical literature and widespread dissemina- 
tion of data from these reports, through the 
lay press, have excited question of, and even 
fear of, the use of boric acid. This report 





Submitted for publication Aug. 31, 1955. 


Division of Legal Medicine, University of Mary- 
land School of Medicine. 


336 


embraces the results of a survey of opinion 
among practicing dermatologists in the 
United States with respect to the frequency 
of use, indications for, and efficacy of boric 
acid in solution and in ointments in derma- 
tologic practice. 


METHOD OF SURVEY 


Opinions were obtained through the co- 
operation of the majority of specialists cer- 
tified by the American Board of Dermatology 
and Syphilology in the United States by 
the use of a questionnaire personally ad- 
dressed to the individual dermatologists. The 
questions and the answers obtained follow: 

1. I use boric acid in my practice—fre- 
quently (* ) rarely ( ) not at all ( ). 

The most recent edition of the Directory 
of Medical Specialists? lists the names of 
specialists certified by the American Board 
of Dermatology and Syphilology. The ques- 
tionnaire was mailed to each, the total being 
1504. Of these some 64 were returned as 
undelivered or with the indication that the 
physician was retired from practice or re- 
cently deceased, or the questionnaire was a 
duplicate due to listing of the physician in 
two different cities. Of the remaining 1440 
physicians queried, 947, or 65.8%, returned 
the completed questionnaire. This excellent 
cooperation justifies the conclusion that the 
sampling of opinion is complete enough to 
authenticate the validity of the findings. Six 
hundred seventy-two, or 71%, indicated that 
they use boric acid frequently in their prac- 
tice; two hundred and nineteen, or 23.1%, 
indicated that they use it occasionally or 
rarely, while fifty-six, or 5.9%, of the total 
group answered that they use boric acid not 
at all in their practice. For such popularity 
to be enjoyed by any drug that it is prescribed 
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BORIC ACID IN DERMATOLOGY 


or used by 94% of the physicians practicing 
the indicated specialty certainly is confirma- 
tion of its usefulness in therapy. 


2. If you do use boric acid in solution or 
wet dressings, (a) for what conditions do 
you most frequently use it; (b) what do you 
consider its therapeutic effect to be? 

Tabulations of the answers to these ques- 
tions are presented in Tables 1 and 2. The 
separate columns indicate those who use 
boric acid frequently and those who use it 
occasionally or rarely. The data are presented 
in this way in order to analyze for differing 
opinion among the two groups. 


dermatologists who use them frequently with 
those who use them rarely reveals a surpris- 
ing unanimity of opinion. The less frequent 
users of boric acid solution show a higher 
percentage of their answers in the category 
of dermatitis of the eyes and face and a lower 
frequency of use of the solution for the non- 
specific, acute inflammatory and vesicular 
conditions of the skin, but in all of the other 
categories the percentile differences are in- 
significant. The 871 physicians named con- 
ditions 1148 times, obviously some individuals 
naming two or three indications for boric 
acid, as for example, the combination of 


TaBL_eE 1.—Topical Use of Boric Acid Solution 








Condition for Which Indicated 
Nonspecific inflammation with edema and vesiculation 


Acute infectious dermatitis (pyoderma).................. 
Contact dermatitis.........6... 0.0. cece cece eee eee e tenes 


Dermatitis eyelids or face................ ccc cece eee eee eee 
TRUS TRERCTIONB 6 ois occ 56 8 ois See see tenes ctedaccoeceeee 
Subacute dermatitis................. cece cece cece e ee eeeeees 
Following electrodesiccation..............2--0-eceeeereeeee 
Acute radiation reaction or sunburm...................+. 
Ammonia dermatitis...............c.ccece cece ee eeeceeeeeee 
ORI WII oo ac ons bs vac tre vc ds tne hc whe pars caewncss 
Neurodermatitis .............c.cccesccvecncccceeceasccecece 
PRROS COTIMNU Ge sooo hi ceca cics ceca cccvctcaspeeccscauces 
MS arin u cays kdacos tices Ged une creer Vacs b res patnsvevanis 





Frequent Users Rare Users 
a mi ‘“ ge | 
No. No. 
Indicating Indicating 
This Use Per Cent This Use Per Cent 

Derk 432 46.8 78 34.6 
Sex. 153 16.6 34 15.1 
pant 134 14.5 36 16.0 
Sees 77 8.3 Pee 6.7 
wave 25 2.7 27 12.0 
peeitad 30 3.2 6 2.7 
eles ll 1.2 ses 
phe 9 10 4 18 

abe« 7 0.8 sie 
see 6 0.7 3 13 
pre 2 0.2 2 0.9 
dea 8 0.3 1 0.4 
ved 3 0.3 ae naan 
ates 3 0.3 2 0.9 
28 3.0 17 78 

923 225 





It will be noted that the total number of 
871 who responded to this question is 20 less 
than the number who answered affirmatively 
in Question 1. The explanation is that these 
20 do not use boric acid solution. The 
tabulation of the answers to (a) reduces the 
variety of conditions mentioned to 15. This 
entailed a certain amount of editorial inter- 
pretation of the answers submitted, but it 
is believed that all of the conditions described 
can be fitted into the 15 categories shown 
and that further reduction of the number 
of categories would so greatly narrow the 
group that some of the specific entities would 
be submerged. Comparison of the indications 
for boric acid dressing or soak usage by those 


pyoderma and nonspecific skin inflammations 
with edema and vesiculation. 

Table 2 is a tabulation of the effects at- 
tributed by those answering the query to 
the use of boric acid solution. As in the con- 
ditions for which boric acid was used, a 
listing of the total number of effects com- 
pared with the number responding to the 
question indicates that many physicians at- 
tribute more than one effect to boric acid 
soaks or dressings. The results again are 
presented so as to compare the frequent users 
with the rare users. 


Again the percentile differences between 
the two groups are surprisingly small. In 
categorizing the clinical effects in the 16 
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groups shown, it became evident that a con- 
siderable number of clinicians preferred to 
use descriptive terms rather than specific 
effects. Particularly in this category are 
“excellent or good,” “less irritating than 
other dressings,” and “bland, nonsensitizing 
or well tolerated.” It was considered neces- 
sary, in order to present the data as accum- 
ulated, to include these in the table even 
though they do not properly deserve the 
title of an effect. Boric acid has long enjoyed 
a reputation of an antiseptic or bacteriostatic, 
although this has been frequently challenged 


‘A. ARCHIVES OF DERMATOLOGY 


terial reproduction on the skin in the pyo- 
dermas. Despite the fact that some clinical 
studies have indicated that pure water or 
saline is as effective as the wet soaks of 
boric acid or aluminum acetate solution, this 
rationale for using a bacteriostatic agent 
seems valid and is obviously a widely sup- 
ported one among dermatologists. Too, the 
astringent effect mentioned 199 times in this 
group would seem to support the use of 
chemicals within the wet soaks in preference 
to plain water. A considerable group of 
dermatologists attribute significance to the 


TABLE 2.—Clinical Effects of Boric Acid Solution 








Effect 


Mild antiseptic or bacteriostatic.............sceseveeeeess 


Soothing 


Antipruritie 
Cleansing 


Softening 


ESE CR Do ks sak had bh os ch ver sakes ecbawates 
Anti-inflammatory, decongestant..............cseceeeeeees 
Pe ROMMIOOE ROME Es Sin deck ca vearecoped costes ccdscdesecwecss 


SRR T Reem Oe eee meee e ease reese seseEeeeeeEeeeseee 


“Wet dressing effect” or “‘isotonic”.............esceseeee 
MUONS OF OG isis voi hinknh even dna osc ecitnsnidancecves 
Poangieldal: OF. TyCOStMHe. 6 ois ccc cscs cc cvcavcccesncaseees 
Less irritating than other dressings..............sssseees 
PEON UOG TOM 6a 5s os ia gah ias ko sa no 6iR asi cd ves cates 
Bland, nonsensitizing, or well tolerated.............+s00 
Placebo, none, very slight or nil, but safe.............. 





Frequent Users Rare Users 
cr a ~ TES TENS 
No. No. 
Indicating Indicating 
This Effect Per Cent This Effect Per Cent 

pets: 243 19.4 72 23.9 
éune 196 15.6 45 14.9 
eee 168 13.4 $1 10.8 
aap 127 10.1 25 8.8 
ove 114 9.1 21 7.0 
Pree 75 6.0 12 4.0 
eens 65 5.2 14 46 
ches 65 5.2 31 10.8 
seen 30 * 2.4 10 4.2 
oeee 22 1.8 3 1.0 
ake 18 14 ” 
athe 12 -1.0 os nbae 
eee ll 0.9 2 0.7 
avee 23 1.8 9 3.0 
eeea 25 2.0 21 70 
vege 1,254 302 





and it is well known that the efficacy of 
boric acid as a bactericidal agent is low. 
Novak? in his review of the laboratory in- 
vestigations of the antibacterial action of 
boric acid, concluded, however, that boric 
acid has a pronounced bacteriostatic action 
and that concentrations ranging from 0.2% 
to 4% are bacteriostatic to common con- 
taminates and pathogens in many different 
media, including those which contain protein 
or blood. That this opinion is broadly held 
by the practicing dermatologists is evident 
from the fact that this effect is the one most 
commonly attributed to the solutions. In use 
as a wet dressing, this is desirable in the 
prevention of bacterial contamination of the 
media as well as aiding to discourage bac- 
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known acid buffer capacity of boric acid in 
the effectiveness of boric acid solutions. While 
it is obvious that other buffers may be as 
effective, it is true that 500 cc. of a 4% boric 
acid solution is capable of maintaining a pH 
on the acid side despite the addition of as 
much as 5.5 gm. of ammonia or equivalent 
alkaline material to the solution. The pH 
of the skin is normally acid, and it is known 
that epidermal regeneration proceeds more 
rapidly when the pH is physiologic. Hence, 
this effect seems of real importance. The 
fungicidal or mycostatic efficacy of boric 
acid is mentioned both among the conditions 
for which the chemical is used and as an 
effect. This is simply further evidence of 
the well-recognized fungistatic capacity which 











BORIC ACID IN DERMATOLOGY 


led Weidman * to state in reference to the 
use of boric acid on the dermatophytoses, 
“Only one substance, boric acid, has thera- 
peutic value and is safe for public use.” 

3. If you use boric acid ointment, (a) 
for what conditions do you most frequently 
use it; (b) what do you consider its thera- 
peutic effect to be? 


Five hundred ninety-one dermatologists 


, replied that they use boric acid ointment. 


Table 3 presents the variety of conditions 
and the frequency of use. As elsewhere, the 
data are compiled to show independently 


dermatidides. The same line of thinking is 
perhaps an explanation of the fact that, of the 
891 persons who signified they use boric 
acid, only 591, or 66%, responded indicating 
they use the ointment. 

Table 4 presents the therapeutic effects 
ascribed to boric acid ointment and the fre- 
quency of mention of these effects in the 591 
responses. It is to be noted that the last 
four categories are descriptive terms rather 
than effects. They are tabulated, however, 
since they are the expressed opinion of those 
responding to this question. More than half 


TABLE 3.—Topical Use of Boric Acid Ointment 








Condition for Which Indicated 


Subachte dermatitis. 2.0... os. cet ccc ccc ccsccceceececcscce 
DEY OCAUNG CORONEE. 5.65.86 Se onc ci Vekndccdcdvdewsseeue vores 


Dry skin (Keroderma@)...........sseeeeeeececess 
Chronic dermatitis (not otherwise specified) 


Minor abrasions & irritations or burns and healing 
WOURGN 6655s Scie Vesncndcesnuneeshsopibpaocehbesascodheee 


ACUES  GEPIMAGOSIES so ioe ches sce asdedavecsstsccnsncioeetcee 
Contact dermatitis, including overtreatment............ 





Many skin conditions (banal dermatitis).... 


Mild or low-grade infection... ............ccececeecsseesees 
Postplaning desiccation, or CO2 SMOW............sseseee 
PSOTIASIS .....ccccceeesceveccccseeseseseecssescesecereusens 
Postradiation reaction...........ccesecceecccsecccccescses 
Herpes, ulcers, erosions, stasis dermatitis................ 
WOOSG INIOGEIONG: 6555. cock cpaccecaniivessccesccacaseecece 
Dermatitis of face OF CYeS........csccceecccccsecsceccccees 
TREE CONTI sasaki cds acces ekenebeksssicucccesianced 
Seborrheic dermatitis. ............ccecscccccsccccsscecccces 
BRUAPUGTI MICS ong bisscctvaceacdcnsdcecicntdaccepnceenseee 





seee 


eoee 





Frequent Users Rare Users 
A ‘ Cc —_* tea 
No. No. 
Indicating Indicating 
This Use Per Cent This Use Per Cent 
80 13.8 9 79 
17 13.8 18 114 
58 9.1 10 8.8 
52 9.0 1 0.9 
42 7.2 9 79 
38 66 8 70 
80 5.2 5 44 
29 5.0 ae ites 
25 4.3 6 5.3 
23 4.0 6 5.8 
aeee 17 2.9 5 44 
13 2.2 4 3.5 
eevee 12 2.1 3 2.6 
cove 18 2.2 3 2.6 
eeee ll 1.9 8 7.0 
coos 6 1.0 és the 
sear 5 0.9 
eco 4 0.7 AA ite 
re 49 8.4 24 21.1 
eons 579 114 
aoa 466 125 





those who are frequent users of boric acid and 
those who are rare users. 

As with the solutions, the two groups show, 
in general, the same opinions, the rare users 
differing from the others by only a few 
percentile points with the exception of the 
subacute dermatitis and the placebo or bland 
lubricant usage of boric acid. Here the rare 
users of the chemical show a two and a half 
times as frequent mention of the placebo 
usages. This seems to reflect a lower opinion 
of the therapeutic effectiveness of the oint- 
ment, the same opinion being an explanation 
of its less frequent use for the subacute 


of the total list lies in the first two categories 
of soothing or bacteriostatic effect, with these 
two effects each occurring with about the 
same frequency. 

In view of the relatively low bactericidal 
potency of boric acid under laboratory con- 
ditions, the widespread opinion that boric 
acid ointment is beneficial because of a bac- 
teriostatic effect again emphasizes the phi- 
losophy in therapy that the mild, relatively 
low potency agent with a low capacity for 
sensitizing may be the choice over some of 
the newer and stronger agents. Twenty- 
three dermatologists made the same point in 
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another way when they offered the effect 
“safer than other ointments—nonsensitizing.”’ 


4. Have you ever observed toxic reaction 
from the use of boric acid as wet dressings 
or ointments? 

Two of the nonusers, twelve of the rare 
users, and eleven of the frequent users of 
boric acid responded affirmatively to this 
question. In addition, 53 others indicated 
that they had observed erythema or local 
allergic reaction to boric acid solutions or 
ointment which they did not regard as true 
toxic reactions. A few physicians suggested 
that these reactions may have been due to 
the vehicle, but there seems to be the definite 


physician indicated he had observed two 
deaths from the use of powder on the skin, 
and another.a single case of fatal poisoning 
from the use of 10% ointment on extensive 
eczema. The other infants either recovered, 
or no further details were supplied. The 
remaining 10 cases of toxic reaction men- 
tioned were in adults, one being a fatality 
following treatment of third-degree burns 
by massive boric acid packs. Four cases fol- 
lowed the use of boric acid over generalized 
exudative or exfoliative dermatitis. Another 
reaction occurred after the use of several 
pounds of ointment applied to extensive 
sulphuric acid burns, and in the remaining 


TaBLE 4.—Clinical Effects of Boric Acid Ointment 








Effect 


Soothing, bland, nonirritating...................cccceeeee 
Mildly antiseptic or bacteriostatic...................00008 
pn ay OPP e er ole yo kre pa Rep RE Tory PETES Cn 
PROMOTER BUNS DE i555 ise Seas ies oak kan eenkstss 
"Bae ap cep oe Beton) wade: RRP EL ena me Toe ne TERE 
BRNO in oh is cea eek ed vada ec bachccase cede beavasniee 
By RIOR BOR! Bok POLES aac ce a ee GPa Ro Ore ar 
TN ob is cs ce cr shc tarde ocak hoo oa eneks bap eso aabices 
CE Foo soe ee ks be ence bosch oun kncsenies 
DUEIRORE ios cave tnks bed Sess he tors io baenscckowientevihane 
Cleansing or keratolytic..............0.cceceececesceeseee 
AMSITUMBGE Soa cap iad baci bss ssvew va es6dhen ese ee veeseueees 


Safer than other ointments, nonsensitizing 


CROCE LOO CP PETE | Pe EE ey DP PCE roy OAL ESS 


eee 





seer 





Frequent Users Rare Users 
| egy A ED | ct A— oe 
. No. No. 
Indicating Indicating 
This Effect Per Cent This Effect Per Cent 
227 28.1 83 28.4 
eve 211 26.1 39 27.6 
66 8.2 23 16.8 
65 8.0 8 21 
ae 41 5.1 14 9.9 
4 3.0 8 6.7 
23 2.8 3 pies 
A 22 27 1 0.7 
eines 19 2.3 2 14 
oes’ 14 1.7 1 0.7 
saan 14 1.7 3 24 
9 11 1 0.7 
21 2.6 2 14 
35 4.3 4 2.8 
pare 18 2.2 17 12.0 
809 141 
466 125 





opinion that occasional individuals with acute 
dermatosis do not tolerate boric acid solutions 
or ointments. Several of the dermatologists 
in this latter group pointed out that they 
had seen similar responses to aluminum 
acetate solution and other agents, confirming 
the nonspecificity of the individual’s reaction 
in such cases. Of those who indicated they 
had observed true toxic effects, four de- 
scribed briefly the internal administration 
or ingestion of boric acid. Eleven specified 
that the toxic reactions were in infants where 
extensive areas of atopic eczema were treated 
by bathing the infant in the solution or 
covering large areas with ointment. One 
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four the details submitted did not allow 
evaluation of the nature of the exposure. 
It should be emphasized that the cases men- 
tioned here may well have been reported in 
detail elsewhere in the medical literature, 
and thus they do not constitute new cases. 
Also, there may be further overlapping in 
that more than one dermatologist may have 
observed the same individual case, and this 
compilation shows the number of physicians 
stating they have observed toxicity rather 
than the number of individual cases observed. 

5. Comments. 

The individual philosophy of many of the 
physicians who kindly cooperated in this 
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study is reflected in the wide variety of 
comments offered on these questionnaires. 
The writer can but group a few of those 
recurring more frequently in an effort to 
convey to the reader the highlights in this 
area. Forty-eight physicians commented, 
“Boric acid is safe in ordinary usage.” 
Twelve stated, “There is danger only in in- 
fants or when applied to large areas of de- 
nuded skin.” Thirty-seven indicated they do 
not use boric acid on extensive eruptions or 
on infants. Twenty-one, including four pro- 
fessors of dermatology, volunteered that 
they consider the danger of boric acid poison- 
ing overrated. Thirty said that boric acid 
could be replaced or they considered other 
agents better. Half of this 30 were in the 
group of nonusers of boric acid. Six com- 
mented specifically on the inexpensiveness of 
boric acid in this age of increasing cost of 
medical care. Several indicated they prefer 
boric acid for home use because its inherent 
limit of solubility at less than 5% prevents 
the patient from doing himself harm by 
overenthusiastic strengthening of the solu- 
tion. Finally, 56 wrote that they have used 
boric acid for many years without observing 
any toxic effects. Included in these are five 


who have practiced their specialty more than 
30 years, three more than 40 years, and two 
more than 50 years. 


SUMMARY 


A questionnaire of the opinion of dermatol- 
ogists regarding the use of effects of boric 
acid was answered by more than 65% of 
those certified by the American Board of 
Dermatology and Syphilology.. Among those 
responding, 94% used boric acid in their 
practice, 71% indicating frequent usage. It 
is a widely held clinical impression that boric 
acid exerts a useful bacteriostatic effect in 
both wet preparations and the ointment. 
Data are supplied regarding the variety of 
conditions for which these agents are pre- 
scribed as well as opinion concerning the 
danger of toxic effects and the general use- 
fulness of the chemical. 


REFERENCES 

1. Directory of Medical Specialists, Vol. 7, Chi- 
cago, Marquis—Who’s Who, 1955. 

2. Novak, M.: Antibacterial Action of Boric 
Acid and Boron Compounds, Bull. National Formu- 
lary Committee 18:95-109, 1950. 

3. Weidman, F. D.; Emmons, C. W.; Hopkins, 
J. G., and Lewis, G. M.: The War and Dermato- 
phytosis, J. A. M. A. 128:805-811, 1945. 


341 








Adlorroconkteal Sternids, Sheir Derivatives, 


pee Corticotropin 


Pharmacologic Aspects, Uses, and Contraindications in Dermatology 


PAUL HIRSCH, M.D., Philadelphia 
FUN TT 


Adrenocortical hormones and corticotropin 
(ACTH) may yield rapid and beneficial re- 
sults in specific skin disorders. However, 
the diversity of hormonal and metabolic 
effects produced by these agents imposes 
certain limitations to their use. Consequently, 
the beneficial results which may accrue must 
be weighed against the possible ill effects 
of hormone overdosage. The over-all effects 
of the hormone must be considered before 
therapy is undertaken for the purpose of 
producing a specific action in a specific tis- 
sue or organ system. 

The purpose of this paper is to review 
some of the basic pharmacology of the 
adrenocortical hormones, their new deriva- 
tives, and corticotropin, with particular em- 
phasis on potential side-effects and employ- 
ment in diseases of the skin. 


PHARMACOLOGY 


The adrenocortical hormones are steroids. 
Over a period of 20 years, 29 compounds 
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have been isolated, culminating in large- 
scale synthesis for practical use. 

In man the adrenal secretory products are 
mainly hydrocortisone (Compound F) and 
corticosterone (Compound B) ; in addition, 
other steroids have been isolated from adrenal 
extracts in smaller amounts; these consist 
of cortisone (Compound E), desoxycortico- 
sterone (DOC), 11-dehydrocorticosterone 
(Compound A), 11-desoxy-17-hydroxycorti- 
costerone (Compound S), androgens, es- 
trone, and progestrone.* Recently a new 
adrenal steroid has been isolated from 
adrenal extracts and synthesized. This new 
steroid is of significant importance because of 
its tremendous potency in the regulation of 
electrolyte metabolism. It is aldosterone 
(electrocortin), which, in all likelihood, 
largely accounts for the marked potency of 
the amorphous fraction of adrenal extracts 
in maintaining life of adrenalectomized ani- 
mals.’ Aldosterone has less powerful effects 
on organic metabolism.® It may be of im- 
portance in edematous states.f It is poten- 
tially of considerable significance in states 
of altered adrenal function; Conn ® recently 
described a new syndrome associated with an 
adrenal tumor apparently the result of aldo- 
sterone hypersecretion. 

Recent developments in steroid chemistry 
may herald a new era in steroid therapy. 
Derivatives produced are highly active and 
exhibit specific proportionate changes in 
metabolic actions, suggesting that in the 
future much more selectivity of therapeutic 
agents for specific patients will be feasible; 


e. g., fludrocortisone (9-a-fluorohydrocor- 
a 
* References 1 to 4. 
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tisone) is long-acting, combines many potent 
hydrocortisone and desoxycorticosterone 


properties, and is active both orally and 


locally.t Prednisone (A-1-dehydrocortisone) 
is four to five times as potent as cortisone 
(mg/mg.) without electrolyte changes. (11). 
Hydrocortisone is qualitatively comparable 
to cortisone, but quantitatively its effects are 
more intense (the activity being 1.3 to 1).§ 
Table 1 presents a comparison of the meta- 
bolic effects of the hormones listed. 

Electrolyte metabolism revolves around 
the increased excretion of potassium and the 
retention of sodium. Therefore, varying 
degrees of hypokalemia, hypochloremia, and 
metabolic alkalosis can result during adreno- 
cortical therapy.** 


The adrenocortical ‘hormones influence 
water metabolism by virtue of their effect 


is difficult, for studies in this field have been 
few.'® 

The influence of these hormones on the 
enizyme systems has been widely investigated. 
There has been demonstrated both in animals 
and in man an inhibitory effect of cortisone 
on the activity of hyaluronidase. Hyaluroni- 
dase-inhibitor levels were increased under 
corticotropin therapy.|| 

A deficiency or excess of adrenocortical 
hormones modifies the capacity of the or- 
ganism to respond to stress. A deficiency 
of these hormones, as in Addison’s disease, 
is characterized by the organism’s vulner- 
ability to exogenous stress.** 

The adrenocortical hormones can produce 
androgenic effects such as acne or hirsutism, 
and in females minor menstrual irregularities 
(amenorrhea) can occur.’* The degree of 


TasLe 1.—Comparison of Hormone Effectiveness on a Milligram ,per Malligram Basis 
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on electrolytes and also by their diuretic 
or antidiuretic effects.’ 

Carbohydrate metabolism is also influenced 
by these hormones. Gluconeogenesis is in- 
creased.** The conversion of proteins and 
other noncarbohydrates to glucose is thereby 
increased. In diabetics moderate aggravation 
of their diabetes can occur during the admin- 
istration of these hormones. The functional 
reserve of the normal pancreas is sufficient 
to compensate for this diabetogenic action.*’ 

Inhibition of anabolism and _ increased 
protein catabolism are the resultant effects 
of these hormones on protein metabolism.** 
Therefore, varying degrees of a negative 
nitrogen balance can occur. 

The interpretation of the results of the 
adrenocortical hormones on lipid metabolism 





+ References 6 and 10. 
§ References 12 and 13. 


androgenic effects produced is dependent 
upon the hormone secreted. 

Administration of adrenocortical hormones 
leads to suppression of endogenous adreno- 
cortical secretion, with atrophy of the adrenal 
glands and suppression of the anterior pitui- 
tary. Therefore, under the administration 
of these hormones, there is an inhibition of 
both the anterior pituitary and the adrenal 
glands.] 

Acute adrenal insufficiency may occur if 
adrenocortical therapy is suddenly stopped. 
Clinically this is manifested by varying de- 
grees of weakness, fatigability, hypotension, 
and collapse. Fraser ** has reported irrever- 
sible shock with resultant death under these 
circumstances, 





|| References 20 and 21. 
{| References 14 and 19. 
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The prolonged use of large doses of adreno- 
cortical hormones can result in changes in 
the skin comparable to those seen in Cush- 
ing’s syndrome—moon facies, fat pad de- 
position, thin skin, and violaceous striae.’® 

Histopathological studies on integument 
treated by both local and systemic cortisone 
have been carried out by numerous investi- 
gators.# Large doses in animals produced ** 
(1) reduction in the number of epithelial 
cells resulting in a thinning of the epidermis ; 
(2) inhibition of hair growth, and (3) 
atrophy of the sebaceous glands. In the 
dermis, there was a decrease in thickness 
due to condensation of the collagen fibers 
into a compact, homogeneous mass. This may 
be described as a “melting down” process 
of the collagen. There was an absolute re- 
duction in the number of fibroblasts with 
nuclear changes (pyknosis and shrinkage). 
The elastic fibers were apparently not af- 
fected. Regarding the atrophy of the sebace- 
ous glands, Brunsting ** pointed out that 
seborrhea is not associated with the acne 
produced under cortisone administration. 
Similar changes occur locally with topical 
and systemic therapy.”® 

A careful investigation on certain diseases 
of the skin was performed by Sauer and his 
associates *’ after corticotropin administra- 
tion. Their results can be summarized as 
follows: Skin temperature, taken at room 
temperature, showed a distinct tendency 
toward elevation; absorption time of intra- 
cutaneous saline was shortened; sweating 
was augmented both during and after cor- 
ticotropin adminstration; sebum and other 
ether-soluble materials delivered at the skin 
surface were diminished. The results were 
interpreted as evidence of an accelerated 
peripheral circulation. 

Osteoporosis may result when administra- 
tion of adrenocortical hormones is long con- 
tinued,?®> and one must be aware of this 
important physiologic effect. Cortisone inter- 
feres with protein synthesis, thereby decreas- 
ing formation of osteoid matrix. Diminished 
calcium deposition occurs and probably ac- 





# References 23 to 25. 
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counts for increased calcium and phosphorus 
loss.* 

During adrenocortical therapy there is in- 
creased fragility of blood vessels and an 
increased tendency toward thrombotic phe- 
nomena.’? 

The anti-inflammatory effects of the ad- 
renocortical hormones are not limited to the 
local processes of inflammation. Systemic 
symptoms may be masked. Fever and signs 
of toxemia can be suppressed, thereby making 
the dissemination of infection a dangerous 
sequela. Perforation of a viscus and resultant 
peritonitis can occur without the usual symp- 
toms. The exacerbation of tuberculosis dur- 
ing cortisone administration deserves special 
emphasis, which will be discussed subse- 
quently. 

Adrenocortical therapy suppresses both 
local and systemic allergic responses of the 
organism. The mechanism involved is simi- 
lar to the anti-inflammatory response of con- 
nective tissue under cortisone administra- 
tion. 

There is a pituitary-adrenal relationship. 
Corticotropin produces a specific stimulus 
on the adrenal glands, causing a secretion 
of hydrocortisone, aldosterone, corticosterone, 
and other adrenal hormones. Corticotropin 
is the only known substance capable of 
producing this specific adrenal response. In 
the absence of corticotropin there is an 
atrophy of the adrenal glands. There is an 
autonomous balance whereby an excessive 
production of adrenocortical hormones can 
lead to a suppression (or inhibition) of the 
adrenocorticotropic hormone (ACTH). This 
suppression is significant, as an iatrogenic 
adrenal insufficiency may occur upon the 
sudden withdrawal of corticotropin or under 
severe stress. 

Corticotropin is a polypeptide which is 
prepared by extraction from the pituitary 
tissue of animals. The pituitaries of hogs 
are the chief source of the commercial prep- 
aration, although pituitary extracts from 
beef, sheep, and whales are available. The 
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source of the pituitary tissue that is used 
is important, for allergies to the particular 
animal tissue that is used can occur and 
cause a severe hypersensitivity reaction in 
the patient.** This reaction to corticotropin 
may be of a species-specific type; it is a true 
allergy to the animal pituitary tissue used 
for the corticotropin preparation. 

The physiologic actions of corticotropin 
are best described by its effect on the adrenal 
cortex and on the body as a whole. Cortico- 
tropin causes a stimulation for the secretion 
of hormones of the adrenal cortex, and 
their physiologic actions have been described. 
The effect on the organism as a whole again 
depends on the amount of stimulation of the 


routes used, and the hormones that can be 
used via the particular route. 

Orally there is an initial high blood level 
with rapid response (important when quick 
effect is desired) but the duration of action 
is short—6 to 10 hours; consequently, di- 
vided doses are necessary in order to main- 
tain a sustained effect. Fludrocortisone has 
a prolonged effect, while cortisone, hydro- 
cortisone, and prednisone are of shorter 
duration. 

Oral doses of cortisone are divided so as 
to maintain as constant a blood level as pos- 
sible. The methods for determining the dose 
for effective therapy are two. One can start 
with as low a dose as possible and work 


TABLE 2.—Routes of Administration and the Expected Response with the Hormones Employed 
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Cortisone 
Corticotropin 


Corticotropin 
Hydrocortisone 


Hydrocortisone 
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adrenal cortex and the organism’s response 
to the adrenal hormones. Increased pigmen- 
tation can occur with corticotropin therapy. 
Question arises as to whether the stimulus 
for pigmentation is due to the melanin- 
stimulating hormone (MSH) found in the 
corticotropin preparations or whether cor- 
ticotropin itself can cause pigmentation. 
Even highly purified preparations of cortico- 
tropin have produced increased pigmenta- 
tion.1* 

The action of corticotropin is dependent 
upon an intact adrenal gland. Its use causes 
both a hypertrophy of the adrenal cortex 
and an inhibition of the anterior pituitary. 


ROUTES OF ADMINISTRATION 


Table 2 presents the various routes of 
administration, the responses obtained by the 


up to the therapeutic dose or start with a 
high dose for immediate effect and gradu- 
ally taper down to the lowest dose which 
will give a therapeutic effect. 

The intramuscular route gives almost no 
initial rise in blood level and very slow re- 
sponse, but the duration of effect is pro- 
longed up to 24 hours. A single dose (120 
mg.) of cortisone given intramuscularly has 
an effect for about 24 hours. Hydrocortisone 
acetate should not be used via the intramus- 
cular route, for it is absorbed irregularly 
and produces too slowly a noticeable meta- 
bolic or therapeutic effect. 

Corticotropin may be given by either the 
intravenous or the intramuscular route. The 
intravenous route is a highly effective and 
economical method of producing an adreno- 
cortical response.** Renold and associates ** 
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RESPONSE OF I7-KETOSTEROID EXCRETION TO INCREASING DOSES 
OF ACTH INFUSED INTRAVENOUSLY OVER A PERIOD OF 8 HOURS 
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Chart 1—Dose response curve. (Reproduced with permission from Renold, Jenkins, Forsham, 
and Thorn: The Use of Intravenous ACTH: A Study in Quantitative Adrenocortical Stimula- 
oe My of Clinical Endocrinology and Metabolism, Charles C Thomas, Publisher, Spring- 
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found that as long as the duration of infusion 
was constant the intensity of response pro- 
duced increased with the amount of cortico- 
tropin used, up to a “critical dosage,” over 
and above which little or no additional re- 
sponse was elicited. In subjects with normal 
adrenocortical function, this critical dosage 
level was approximately 20 units of cortico- 
tropin infused over an eight-hour period 
(Chart 1). 

With a constant dose of 20 units, it was 
demonstrated that an extension of the period 
of infusion from 30 seconds to 48 hours 
resulted in a linear increase in the intensity 
of adrenocortical activation. The intensity 
of the stimulus varies directly with the dura- 
tion of stimulation (Chart 2).*° 

Therefore, the total output of adrenocor- 
tical steroids is directly proportional to the 
duration of the intravenous infusion. How- 
ever, small doses of corticotropin (10-20 
units) given in an intravenous infusion over 
periods of 18 to 20 hours can yield a maximal 
response with a minimal dose. 

The use of an intramuscular repository 
corticotropin in the form of corticotropin gel 
offers the advantage of prolonged stimula- 
tion with one injection. Thereby, the patient 
can be ambulatory and yet receive a constant 
adrenal stimulation with maximal response. 
The intramuscular route has its advantage in 
rendering the patient ambulatory, as com- 
pared with the intravenous route, which 
necessitates prolonged bed rest. The newer 
gel preparations contain a highly purified 
corticotropin, so that little intramuscular in- 
activation occurs. Therefore, fewer U: S. P. 
units are needed. 

Local application refers to percutaneous, 
intraocular, and intra-articular usage. Lo- 
cally, hydrocortisone is much more effective 
than cortisone. Fludrocortisone is quite ef- 
fective locally and in smaller concentrations 
by virtue of its high potency. To date no 
information is available regarding local ap- 
plication of prednisone. Corticotropin is in- 
effective via local application. These hor- 
mones have very good anti-inflammatory 
and antipruritic properties. They offer the 
dermatologist a valuable medicament for 


the treatment of specific skin disorders. 
Advantage of this route lies in the fact that 
there is a lack of systemic and overdosage 
side-effects from hydrocortisone.** However, 
with fludrocortisone, because of its tremen- 
dous potency, significant systemic effects may 
occur from the percutaneous absorption of 
this hormone. The following cases illustrate 
this important point. 


CLINICAL STUDIES PERFORMED ON THE 
PERCUTANEOUS ABSORPTION OF 
FLUDROCORTISONE 


Procedure—A 0.25% concentration of 
fludrocortisone was incorporated in an oxy- 
cholesterol-petrolatum ointment (Aquaphor ) 
base. This concentration was selected, for it 
is a concentration available for commercial 
use. Fifteen grams of the ointment was 
rubbed into the skin every 24 hours in four 
divided doses. A total of 37.5 mg. of fludro- 
cortisone was therefore rubbed into the skin 
every 24 hours. Areas of skin used were 
the extensor surfaces of both forearms and 
the dorsal surfaces of the hands. The type 
of skin in this area had an inflammatory 
(erythematous) appearance, but was intact, 
with no broken surfaces. Patients were in- 
structed to rub the ointment into the skin 
for approximately five minutes under super- 
vision of a nurse. Patients were at rest, but 
not complete bed rest, in the hospital. Regu- 
lar type diet was used. Daily eosinophile 
counts and daily weights were obtained at 
the same time each day. Ointment therapy 
was begun after controls on the patients 
were first obtained. 


REPORT OF CASES 


Case 1.—A 56-year-old white woman was ad- 
mitted to the Colorado General Hospital because of 
an acute flare-up of a chronic generalized neuro- 
dermatitis. Involvement was primarily limited to 
the flexural surfaces, but she also had periorbital 
edema and generalized erythema. On the gluteal 
region and thighs she had evidence of an urticarial 
eruption.’ Other physical findings reported by the 
cardiology department were as follows: heart— 
slight enlargement to the left on percussion ; normal 
sinus rhythm; second aortic sound was greater than 
the second pulmonic sound. There was a Grade 2 to 
Grade 3 systolic murmur at the aortic area, and a 
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Grade 1 aortic diastolic blow. Liver and spleen 
were not palpable. There was no pretibial edema. 
Fluoroscopy of the chest revealed mild left ven- 
tricular and left auricular hypertrophy. The ECG 
was within normal limits. A diagnosis of rheumatic 
heart disease was made from the above findings. 
The patient had good compensation, for she had 
never been in cardiac failure and had neither exer- 
tional dyspnea nor ankle swelling. 

After laboratory controls were obtained on two 
consecutive days, use of the prepared ointment was 
started. Table 3 presents the pertinent findings. A 
weight gain was noted after the second day of 
treatment. On the sixth day, patient was in acute 
respiratory distress; there were moist rales in the 
base of each lung, and she had a 1+ pitting pretibial 
edema. Chest x-ray revealed increased vascular 
markings and a questionable pleural effusion on the 
left side. The ECG revealed auricular fibrillation 
with a moderately rapid ventricular response. The 


had been gained, and 2+ to 3+ pitting pretibial 
edema occurred, with color changes and bluish con- 
gestive appearance on both legs. The ointment was 
discontinued after six days of application, in order 
to prevent any permanent hemostatic damage to his 
legs. The patient continued to gain weight for three 
more days after the ointment was stopped. A total 
of 5 kg. was gained before his weight started to 
decrease. The average total eosinophile count, taken 
as a control on this patient, was 473 per cubic milli- 
meter. On the sixth day of treatrnent the total 
eosinophile count was 242 per cubic millimeter. The 
eosinophile count began to rise again about 24 
hours after the ointment was stopped. Elastic 
bandages were applied to his legs, and the foot of 
his bed was elevated to reduce his edematous legs. 
When the patient was discharged, he had minimal 
pretibial edema and the area of skin that was 
treated with the ointment showed no residual ery- 
thema. 


TasLe 3—Cutaneous Absorption Study Using 0.25% Fludrocortisone Ointment 
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Case 1 in the text. Fludrocortisone ointment was stopped after five days of therapy because of the sudden onset 


of dyspnea, excessive weight gain, and 
with an antidiuretic on the sixth day. 
diagnosis was acute heart failure. The fludrocorti- 
sone ointment was stopped; digitalis therapy was 
instituted, and mercaptomerin (Thiomerin) was 
given to produce diuresis. On the following day the 
ECG revealed signs of hypokalemia, and the serum 
potassium was 3.2 mEq. After diuresis compensation 
was again good, and digitalis was no longer neces- 
sary. There was a decrease in the total eosinophile 
count on the sixth day, which continued for three 
days after the ointment was stopped. The treated 
area of skin showed no residual inflammation. 
Case 2.—A 72-year-old white man was admitted 
to Colorado General Hospital because of an eczema- 
toid dermatitis on his legs and generalized ery- 
thema. After the eczematous eruption on his legs 
had cleared, the patient was started on the fludro- 
cortisone ointment. The area to which the ointment 
was applied (extensor surfaces of the forearms and 
the dorsal surfaces of the hands) did have some 
residual erythema, but the entire skin was intact. 
The patient had pigmentation from a previous stasis 
dermatitis, but no pretibial edema. After two days’ 
application of the ointment, he began to develop 
pretibial pitting edema (1-++-) of both legs and 
gained 1 kg. On the sixth day, a total of 4.5 kg. 
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ankle edema. Patient was given a digitalis preparation for digitalization along 


COMMENT ON CASES AND INTERPRETATION 
OF RESULTS 


From these studies it became obvious that 
the hormone was absorbed in amounts suf- 
ficient to cause such systemic effects as fluid 
retention (weight gain) and _ eosinophile 
fall, and after cessation of the drug an eosino- 
phile rise and weight loss occurred. Case 
1, a patient with an organic heart lesion, 
but one which was compensated, was thrown 
into acute heart failure. In Case 2, the pa- 
tient had a predisposition to stasis derma- 
titis and developed marked pitting pretibial 
edema, with obvious vascular stasis of his 
legs. Both patients demonstrate the rapidity 
of systemic effects after application of the 
fludrocortisone to approximately 8% of the 
body surface. The drug had to be stopped in 
order to prevent permanent damage. Since 
fludrocortisone is a very potent hormone, 
small amounts absorbed through the skin 
may cause severe systemic reactions, and 
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in patients with an underlying organic lesion 
great care must be exercised to prevent ag- 
gravation of this lesion and resultant per- 
manent damage. Therefore the amount, con- 
centration, and the size of the area to be 
treated must all be considered before one 
proceeds to use fludrocortisone locally. 


DERMATOLOGIC USES OF THE ADRENOCORTICAL 
HORMONES 


The type of skin disease to be considered 
for adrenocortical or corticotropin therapy 
should be weighed against the possible side- 
effects that can result from its usage. 

The systemic use of the adrenocortical 
hormones in dermatology has its greatest 
benefit in those diseases that are of the in- 
flammatory type. The effects exerted by these 
hormones are temporary. and palliative in 
nature. The symptom complex of the dis- 
ease process is altered, but the basic disease 
is not changed, as is evidenced by the return 
of symptoms after discontinuance of the 
hormone.** 

The sudden cessation of systemic adreno- 
cortical hormones can result in a rebound 
phenomenon exemplified by a recurrence 
of the disease in a similar or a severer form 
than was originally treated. 

The side-effects of systemic therapy with 
these hormones are particularly important 
when prolonged therapy is considered. 

The indications for the systemic adminis- 
tration of the adrenocortical hormones or 
corticotropin in skin diseases are considered 
under three headings **: 


1. Those diseases that are fatal 


2. Those that are acute but self-limiting inflam- 
matory or allergic disorders 


3. Diseases that are chronic in nature but do not 
alter life expectancy 


Fatal skin diseases in which hormonal 
therapy is indicated are those such as pem- 
phigus,*® acute generalized exfoliative derma- 
titis,*° and disseminated lupus erythemato- 
sus. In these diseases hormonal therapy is 
beneficial and sometimes life-saving. The 
dosage required for treatment of these con- 
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ditions is sometimes extremely high, as in 
pemphigus, where 300 to 500 mg. of corti- 
sone every day is occasionally required to 
control the disease. Since the medications 
used for treatment are life-saving in nature, 
side-effects that occur must be weighed 
against the cessation of the drug and possible 
recurrence of the disease. Therefore, any 
side-effects due to the hormone should be 
anticipated and proper steps taken to prevent 
them from causing increased harm to the 
patient. In these instances, large doses and 
long maintenance courses in hormonal ther- 
apy are justified, despite the side-effects, 
because of the fatal prognosis without their 
use.** 

In diseases that are acute but self-limiting 
in nature, the use of hormonal therapy 
depends on the severity of the attack and the 
comfort of the patient. In this category fall 
the acute allergic reactions to drugs or con- 
tactants.“* The manifestations of these reac- 
tions can be protean—angioedema, erythema 
multiforme, and anaphylactoid purpura.§ 

If after a trial of conservative measures 
the disease process continues, hormonal 
therapy is indicated. If a threat to life exists, 
as in acute, progressive, allergic reactions, 
hormonal therapy is justified. In allergic 
reactions where hormonal therapy will per- 
mit more rapid recovery and return the 
patient to his job, the economic factor and 
the comfort of the patient are then consid- 
erations. Since these are self-limiting dis- 
eases, if the patient is not reexposed to the 
offending allergen, the use of short-term hor- 
monal therapy is consonant with good thera- 
peutics, for the patient will be over his acute 
illness and off of the drug before side-effects 
can occur. 

In diseases that are chronic in nature but 
do not alter life expectancy, the justification 
for hormonal therapy should be thoroughly 
scrutinized. It is true that the diseases in 
this group may make the patient quite 
uncomfortable, but the side-effects from the 
prolonged use of the hormones may out- 
weigh the temporary relief obtained from 
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their use. If life is unbearable and the patient 
is prevented from working or carrying out 
his normal functions in life, the side-effects 
would probably be justified; but the use of 
these hormones must definitely be restricted 
to specific cases. Considerations should also 
be given to the anticipated favorable response 
of the disease to hormonal therapy on the 
basis of past experience. Examples of the 
chronic skin diseases in which the adreno- 
cortical steroids or corticotropin are not indi- 
cated are chronic psoriasis, chronic phases 
of scleroderma, alopecia areata, and chronic 
lichenified lesions such as lichen simplex 
chronicus. || 


In the treatment of atopic eczemas, both 
the infantile and the adult form, the side- 
effects definitely must be weighed against the 
temporary beneficial results. Before resort- 
ing to adrenocortical steroids other types of 
therapy must be utilized to their fullest 
extent, for the relapse after cessation of 
these hormones can be severer than the orig- 
inal disorder. Systemic hormonal therapy 
is usually reserved for very resistant and 
unmanageable cases that have failed to 
respond to other measures. And if hormonal 
therapy is decided upon for these patients, 
the dose used should be one that achieves 
relief of symptoms without causing marked 
side-effects. A smaller dose is indicated even 
if mild symptoms persist. In other words, 
one should not strive for complete relief of 
symptoms in these patients, for the side- 
effects of the therapy may preclude the usage 
of these hormones. 

Topical adrenocortical steroids have 
proved to be a successful addition to the 
dermatological armamentarium. The indi- 
cations for topical therapy are dependent on 
those disorders that are benefited by its use.** 
With this type of therapy rapid and beneficial 
results may be anticipated in the acute 
inflammatory dermatoses. Lesions that are 
chronic and lichenified show less response, 
as was shown in our clinic with use of both 
hydrocortisone and fludrocortisone. Through 
clinical observation it was found that the 
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topical use of fludrocortisone was highly 
effective in the treatment of the following 
skin diseases: nummular eczema, contact 
dermatitis, dyshidrotic hand eczema (acute 
and subacute), and sunburn (used for clini- 
cal evaluation only). Chronic lichenified 
lesions responded better to other modes of 
therapy. 

The preparation of fludrocortisone oint- 
ment is similar in its actions and indications 
to hydrocortisone ointment,** the difference 
being in their effectiveness with the lower 
dosages, and the time element in their 
response (slightly faster response with flu- 
drocortisone than with hydrocortisone). 
However, fludrocortisone is absorbed in such 
significant amounts that systemic complica- 
tions can occur. 

In the Dermatology Clinic at the Colorado 
General Hospital, it was found that the 
fludrocortisone is very effective, and a rapid 
response occurs with the concentration of 
0.25%. After control of the acute phase one 
can use a lower concentration, such as 0.1%, 
for limited maintenance. The preparations 
containing only 0.05% were not of adequate 
concentration to induce remissions, although 
for tapering-off purposes this concentration 
usually sufficed. 


REBOUND RELAPSE 


In the use of topical hormones one must 
realize that the sudden cessation of the drug 
results in a “rebound relapse” similar to that 
with the systemically administered hormones. 
If the topical hormone is abruptly stopped 
as soon as beneficial results occur, the 
“rebound relapse” of the skin condition is 
usually worse than the original manifesta- 
tions and much more difficult to control, 
often requiring a longer course of therapy. 
In one instance systemic cortisone was 
required to cause a remission. To avoid this, 
we have continued the use of the topical 
hormone (hydrocortisone) for at least 7 to 
10 days after complete cessation of symptoms 
of remission has occurred and then weaned 
the patient from the topical hormone either 
by decreasing the concentration of the hor- 
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mone in the ointment base or by fewer appli- 
cations. 


Rebound relapse is often encountered 
when systemic corticosteroid is discontinued 
and has been generally attributed to inhibi- 
tion of the pituitary-adrenal axis. This the- 
ory seems hardly applicable in cases when 
local hydrocortisone preparations are used 
because, as previously noted, insufficient 
hormone is ordinarily absorbed to produce 
systemic metabolic effects.** 


However, cellular changes must occur 
after local application of hydrocortisone. 
These changes are obviously due to a local 
increased action of adrenocortical steroid on 
the cellular structure. It would appear that 
these cells may in time become accommo- 
dated to a higher concentration of adreno- 
cortical steroid. Therefore, when the local 
hormone is suddenly stopped, the cells may 
not respond to the lower dose of systemically 
produced adrenocortical steroids that is being 
constantly delivered to them by way of the 
cutaneous vessels. A local adrenocortical 
insufficiency probably results, and cellular 
changes occur, thereby bringing about a 
reversion to the original diseased state. 


SIDE-EFFECTS 


The undesirable reactions that occur after 
the systemic use of these hormones are of 
two general types: (1) those due to over- 
dosage of the hormone, representing an exag- 
geration of its physiologic actions (and 
occurring during intensive and prolonged 
administration), and (2) those occurring 
chiefly after hormonal withdrawal, reflect- 
ing a state of adrenal insufficiency, induced 
by normal suppression of adrenocortical 
function. 

These undesirable reactions may be exem- 
plified by the following: 

1. Osteoporosis and resultant spontaneous frac- 
tures in patients receiving systemic cortisone. It is 
known that osteoporosis due to disuse atrophy may 
occur in normal patients under prolonged bed rest. 
The administration of adrenocortical hormones or 
corticotropin to an immobilized patient can exag- 
gerate osteoporosis and lead to spontaneous frac- 
tures. The postmenopausal female patient either has 


osteoporosis or is susceptible to its development. 
The use of the adrenal cortical hormones in this’ 
type of patient predisposes her to spontaneous frac- 
tures. The consequences resultant from immobilizing 
such a patient and giving her adenocortical hor- 
mones are obvious. 

2. Portions of, or the entire picture of, Cushing’s 
syndrome, which may be pronounced in some pa- 
tients. This may be characterized by moon facies, 
fat pad deposition, striae, and the production of 
frank diabetes in a latent diabetic. 

3. The exacerbation of a quiescent peptic ulcer, 
which can lead to perforation. 

4. Dissemination of tuberculosis in an active 
tuberculous patient. The ‘activation of tuberculosis 
in a latent or inactive patient can occur but is in- 
frequent.f 

5. Abnormal salt and water retention resulting in 
edema or various degrees of congestive failure or 
aggravation of hypertension in the presence of renal 
damage. 


6. Increased susceptibility to infection, especially 
tuberculosis. 


The imporiant side-effects to be recognized 
as being due to drug withdrawal are as fol- 
lows: 

1. Rebound relapse. This is significant both in 


the systemically treated patient and one that is 
treated locally only. 


2. Occlusive vascular accidents, such as coronary 
thrombosis. These are significant during treatment 
but especially after withdrawal. 


3. Relative adrenal insufficiency due to superim- 
posed stress. This can occur even during hormone 
administration. 


CONTRAINDICATIONS 


The contraindications to the use of sys- 
temic adrenocortical steroids and corticotro- 
pin should be recognized by all who under- 
take to treat patients with these hormones. 

Systemic diseases in which there are 
strong contraindications to the use of these 
hormones are peptic ulcer and active tuber- 
culosis. 

Only a relative contraindication exists in 
patients with diabetes, for they can be con- 
trolled with slightly increased insulin dosages. 

In patients with other systemic diseases, 
such as hypertension and occlusive vascular 
and renal disease, considerable caution must 
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be exercised to prevent progression of their 
disease. 

Changes-in the mental picture, resulting in 
psychotic episodes are usually temporary 
and reversible upon cessation of the drug. 
No correlation necessarily exists in patients 
having and those not having a history of psy- 
chotic episodes regarding the incidence of 
psychotic breakdowns during adrenocortical 
therapy.’® 


SUMMARY AND CONCLUSIONS 


An attempt is made to review some of the 
basic pharmacologic principles, both systemic 
and local, of the adrenocortical hormones, 
their new derivatives, and corticotropin, with 
particular emphasis on the potential side- 
effects and uses in diseases of the skin. The 
use of these hormones has proved to be bene- 
ficial and is indicated in certain dermatoses. 
The criteria for the dermatologic use of these 
hormones is presented and their limitations 
stressed. 

Prolonged use of these hormones results 
in an exaggeration of their physiologic 
effects. These effects are the imposed limi- 
tation upon the excessive use of these drugs. 

Definite care must be exercised in initiating 
or terminating therapy with these hormones. 
The sudden cessation of systemic hormones 
may result in a rebound to the original der- 
matologic disorder with varying degrees of 


. severity. 


In the topical use of fludrocortisone care 
must be exercised in the amount, concentra- 
tion, and duration of application, especially 
in patients with underlying organic lesions, 
for this hormone may cause potential sys- 
temic effects. 

A local rebound relapse may occur from 
the use of topical steroids. Methods of pre- 
vention of the local rebound relapse are pre- 
sented. 

The contraindications and the medical 
management of patients on these hormones 
are suggested, and the prevention of compli- 
cations is stressed. 


Assistance in the preparation of this paper wes 
rendered by Dr. Dalton Jenkins. 


352 





A. M. A. ARCHIVES OF DERMATOLOGY 


REFERENCES 


1. Hechter, O.; Zaffaroni, A.; Jacobsen, R. P.; 
Levy, H., and Jeanloz, R. W.: Nature and Bio- 
genesis of Adrenal Secretory Product, Recent 
Progr. Hormone Res. 6:215-246, 1951. 


2. Reich, H.; Nelson, D. H., and Zaffaroni, 
A.: Isolation of 17-Hydroxycorticosterone from 
Blood Obtained from Adrenal Veins of Dogs, J. 
Biol. Chem. 187:411-417, 1950. 


3. Savard, K.; Kolff, W. J., and Corcoran, 
A. C.: Corticosteroids of Peripheral Blood, Endo- 
crinology 50: 366-373, 1952. 


4. Bush, I. E.: Hormones in the Adrenal Venous 
Effluent, J. Physiol. 112:10P, 1951. 


5. Gaunt, R.; Renzi, A. A., and Chart, J. J.: 
Aldosterone: A Review, J. Clin. Endocrinol. 15: 
621-646, 1955. 


6. Ward, L. E.; Polley, H. F.; Slocumb, C. H.; 
Hench, P. S.; Mason, H. L.; Mattox, V. R., and 
Power, M. H.: The Effects of Aldosterone (Elec- 
trocortin) and of 9a-Fluorohydrocortisone Acetate 
on Rheumatoid Arthritis: Preliminary Report, 
Proc. Staff Meet., Mayo Clin. 29:649-663, 1954. 

7. Luetscher, J. A., Jr., and Johnson, B. B.: 
Chromatographic Separation of the Sodium-Retain- 
ing Corticoid from the Urine of the Children with 
Nephrosis,, Compared with Observations on Normal 
Children, J. Clin. Invest. 33:276-286, 1954. 

8. Leutscher, J. A., Jr., and Johnson, B. B.: 
Observations on the Sodium-Retaining Corticoid 
(Aldosterone) in the Urine of Children and Adults 
in Relation to Sodium Balance and Edema, J. Clin. 
Invest. 33: 1441-1446, 1954, 


9. Conn, J. W.: Primary Aldosteronism: A 
New Clinical Syndrome, J. Lab. & Clin. Med. 45:3, 
1955. 


10. Goldfien, A.; Laidlow, J. C.; Haydar, N. A.; 
Renold, A. E., and Thorn, G. W.: Fluorohydro- 
cortisone and Chlorohydrocortisone: Highly Potent 
Derivatives of Compound F, New England J. Med. 
252:415-421, 1955. 


11. Bunim, J. J.; Pachet, M. M., and Bollet, A. 
J.: Studies on Metacortandralone and Metacor- 
tandracin in Rheumatoid Arthritis, J. A. M. A. 157: 
311-318, 1955. . 


12. Pearson, O. H.; Eliel, L. P., and Hollander, 
V. P.: Comparison of Metabolic Effects of Adrenal 
Cortical Steroids, Compounds A, E, F, and S 
Acetate, J. Clin. Invest. 30:665, 1951. 


13. Perera, G. A.; Ragan, C., and Werner, S. C.: 
Clinical and Metabolic Study of 17-Hydroxycorti- 
costerone (Kendall Compound F): Comparison 
with Cortisone, Proc. Soc. Exper. Biol. & Med. 
77: 326-330, 1951. 








UMI 


ADRENOCORTICAL STEROIDS 


14. Sprague, R. G.; Power, M. H.; Mason, H. 
L.; Albert, A.; Mathieson, D. R.; Hench, P. S.; 
Kendall, E. C.; Slocumb, C. H., and Polley, H. F.: 
Observations on Physiological Effects of Cortisone 
and ACTH in Man, Arch. Int. Med. 85:199-258, 


1950. 


15. Gaunt, R.; Birnie, J. H., and Eversole, W. J.: 
Adrenal Cortex and Water Metabolism, Physiol. 
Rev. 29:281-310, 1949. 

16. Welt, I. D.; Stetten, D., Jr.; Ingle, D. J., 
and Morley, E. H.: Effect of Cortisone Upon Rates 
of Glucose Production and Oxidation in Rat, J. 
Biol. Chem. 197:57-66, 1952. 

17. Wilson, D. L.; Frawley, T. F.; Forsham, 
P. H., and Thorn, G. W.: Functional Relationship 
Between Pancreatic Islets and Adrenal Cortex in 
Man, Proc. Am. Diabetes A. 10:25032, 1950. 


18. Hoberman, J. D.: Endocrine Regulation of 
Amino Acid and Protein Metabolism During Fast- 
ing, Yale J. Biol. & Med. 22:341, 1950. 


19. Thorn, G. W.; Jenkins, D.; Laidlaw, J. C.; 
Goetz, F. C.; Dingman, J. F.; Arons, W. L.; Strea- 
ton, D. H. P., and McCracken, B. H.: Medical 
Progress: Pharmacologic Aspects of Adrenocorti- 
cal Steroids and ACTH in Man, New England J. 
Med. 248 :232-245 ; 284-294; 323-337; 369-378; 414- 
423; 588-601, and 632-646, 1953. 

20. Opsahl, J.: Hyaluronidase and Adrenal Corti- 
cal Hormones, in Transactions of the Second 
Conference on the Adrenal Cortex, Nov. 16-17, 
1950, edited by E. P. Ralli, New York, Josiah 
Macy, Jr., Foundation, 1951, pp. 115-163. 


21. Adams, F. H.; Kelley, V. C.; Dwan, P. F., 
and Glick, D.: Responses of Serum Hyaluronidase 
Inhibitor and Mucopropteins to Adrenocorticotropic 
Hormone in Rheumatic States, in Proceedings of 
the Second Clinical ACTH Conference, edited by 
J. R. Mote, Philadelphia, The Blakiston Company, 
1951, Vol. 2, pp. 529-547. 


22. Fraser, C. G.; Preuss, F. S., and Bigford, 
W. D.: Adrenal Atrophy and Irreversible Shock 
Associated with Cortisone Therapy, J. A. M. A. 
149:1542, 1952. 

23. Baker, B. L., and- Whitaker, W. L.: Growth 
Inhibition in Skin Following Direct Application of 


Adrenal Cortical Preparations, Anat. Rec. 102: 
333-347, 1948. 


24. Hopkins, J. G.; Kesten, B. M.; Nelson, C. 
G.; Hambrick, G. W., Jr., Jennings, R. G., and 
Machacek, G. F.: Pituitary in Diseases of the Skin, 
A. M. A. Arch. Dermat. & Syph. 65:401-421, 1952. 

25. Goldman, L.; Thompson, R. G., and Trice, 
E. R.: Cortisone Acetate in Skin Disease, A. M. A. 
Arch. Dermat. & Syph. 65:177-186, 1952. 

26. Brunsting, L. A.; Slocumb, C. H., and 
Didcoct, J. W.: Effects of Cortisone on Acute Dis- 


seminated Lupus Erythematosus, A. M. A. Arch. 
Dermat. & Syph. 63:29-52, 1951. 

27. Sauer, G. C.; Herrmann, F.; Milberg, I. L.; 
Prose, P. H.; Baer, R. L., and Sulzberger, M. B.: 
Diseases and Physiologic Functions of the Skin, 
in Proceedings of the Second Clinical ACTH 
Conference, edited by J. R. Mote, Philadelphia, The 
Blakiston Company, 1951, Vol. 2, pp. 529-547. 

28. Teicher, R., and Nelson, C. T.: Osteoporosis 
and Pathological Fractures Following Treatment 
with ACTH and Cortisone, J. Invest. Dermat. 19: 
205-210, 1952. 

29. Becks, H.; Simpson, M. E.; Marx, W.; Li, 
C. H., and Evans, H. M.: Effects of Adrenocortico- 
tropic Hormone (ACTH) on Osseous System in 
Normal Rats, Endocrinology 34:305-310, 1944. 


30. Baker, B. L.: Modification of Body Struc- 
ture by Adrenocortical Secretions with Special Ref- 
erence to Regulation of Growth, in Pituitary- 
Adrenal Function, Washington, D. C., Association 
for the Advancement of Science, 1951, pp. 88-95. 


31. Bjgrneboe, M.; Fischel, E. E., and Stoerk, 
H. C.: Effect of Cortisone and Adrenocortico- 
trophic Hormone on Concentration of Circulating 
Antibody, J. Exper. Med. 93:37-48, 1951. 


32. Germuth, F. G., Jr.; Oyama, J., and Ottinger, 
B.: Mechanism of Action of 17-Hydroxy-11!-de- 
hydrocorticosterone (Compound E) and of Adreno- 
corticotropic Hormone in Experimental Hyper- 
sensitivity in Rabbits, J. Exper. Med. 94:139-170, 
1951. 


33. Brown, E. M., Jr., and Hollander, J. L.: 
Allergy to ACTH and the Use of Beef ACTH, in 
Proceedings of the Second Clinical ACTH Con- 
ference, edited by J. R. Mote, Philadelphia, The 
Blakiston Company, 1951, Vol. 2, pp. 529-547. 


34. Gordon, E. S.; Kelsey, C., and Meyer, E. S.: 
Adrenal Stimulation by Intravenous ACTH, in 
Proceedings of the Second Clinical ACTH Con- 
ference, edited by J. R. Mote, Philadelphia, The 
Blakiston Company, 1951, Vol. 2, pp. 30-37. 


35. Renold, A. E.; Jenkins, D.; Forsham, P. H., 
and Thorn, G. W.: The Use of Intravenous ACTH: 
A Study in Quantitative Adrenocortical Stimula- 
tion, J. Clin. Endocrinol. 12:769-797, 1952. 

36. Wilten, V. H.; Shapiro, A. J., and Silber, 
R. H.: Attempts to Demonstrate Absorption of 
Hydrocortisone by New Chemical Tests Following 
Inunction into Human Skin, Proc. Soc. Exper. 
Biol. & Med. 88:419-421, 1955. 

37. Steiner, K., and Frank, L.: Clinical Experi- 
ences with Cortisone and Corticotropin (ACTH) 
in Some Cutaneous Diseases, A. M. A. Arch. 
Dermat. & Syph. 65:524-534, 1952. 


353 








A. M. A. ARCHIVES OF DERMATOLOGY 


38. Pillsbury, D. M., and Urbach, F.: Diseases 
Affecting the Skin, in Medical Uses of Cortisone, 
edited by F. D. W. Lukens, New York, The 
Blakiston Company, 1954, pp. 357-386. 

39. Lever, W. F.: Pemphigus, Medicine 32:1- 
115, 1953. 

40. Bloom, D.; Sobel, N., and Pelzig, A.: Corti- 
cotropin and Cortisone: Dosage and Ratio of 
Intramuscular and Intravenous  Corticotropin 
(ACTH) and- Oral Cortisone in Treatment of 
Certain Dermatoses, A. M. A. Arch. Dermat. & 
Syph. 67:61-65, 1953. 

41. Soffer, L. J., Baehr, G., Levitt, M. F., and 
Bader, M.: The Use of Adrenocorticotropin and 
Cortisone in Acute Disseminated Lupus Erythema- 
tosus, in Proceedings of the Second Clinical ACTH 
Conference, edited by J. R. Mote, Philadelphia, 
The Blakiston Company, 1951, Vol. 2, pp. 680-695. 

42. Downing, J. G.: The Use of ACTH and 
Cortisone in Dermatology, New England J. Med. 
246:56-65, and 94-101, 1952. 

43. Haserick, J. R.: Effect of Cortisone and 
Corticotropin on Prognosis of Systemic Lupus 
Erythematosus, A. M. A. Arch. Dermat. & Syph. 
68:714-725, 1953. 


354 


44, Ekblad, G. H.: Treatment of Urticaria and 
Dermatitis Venenata with Corticotropin (ACTH) 
and Cortisone, A. M. A. Arch. Dermat. & Syph. 
64: 628-634, 1951. 

45. Sulzberger, M. B., and Witten, V. H.: The 
Effect of Topically Applied Compound F. in 
Selected Dermatosis, J. Invest. Dermat. 19:101- 
102, 1952. 

46. Witten, V. H.; Sulzberger, M. B.; Zimmer- 
man, E. H., and Shapiro, A. J.: A Therapeutic 
Assay of Topically Applied 9a-Flurohydrocortisone 
Acetate in Selected Dermatoses, J. Invest. Dermat. 
24:1-4, 1955. 

47. Fred, L.; Levin, M. H.; Rivo, J. B., and 
Barrett, T. F.: Development of Active Pulmonary 
Tuberculosis During ACTH and Cortisone Ther- 
apy, J. A. M. A. 147:242-246, 1951. 

48. Popp, C. G.; Ottosen, P., and Brasher, C. A.: 
Cortisone and Pulmonary Tuberculosis, J. A. M. A. 
147:241-242, 1951. 

49. King, E. Q.; Johnson, J. B.; Batten, G. S., 
and Henry, W. L.: Tuberculosis Following Corti- 
sone Therapy, J. A. M. A. 147:238-241, 1951. 





UM 





UMI 


Hydrocortisone Ohitment Wases 


Clinical Evaluation of the Effect of Eleven Different Vehicles Containing One Per Cent Hydrocortisone 
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ANLULUUVTRLAV ALAA 


The selection of ointment bases and ve- 
hicles for the incorporation of topically 
applied drugs has never ceased to interest 
the practicing physician. However, this 
choice, up until the present time, has been 
chiefly determined by tradition and by 
clinical impression rather than by clini- 
cal research. The recent introduction of a 
number of emulsifying agents has made pos- 
sible the construction of numerous new for- 
mulae for both water-in-oil and oil-in-water 
emulsions, and absorption bases of various 
types. It is thus within our scope now to 
design a vehicle, “made-to-order,” which 
should meet all the requisites which the 
physician may outline for his base.* 

Through the activity of pharmaceutical re- 
search, the physician has been able to elimi- 
nate vehicles with allergenic and irritating 
properties while achieving certain standards 
with regard to compatibility and stability of 
the various drugs and bases. Experimental 
studies have been concerned with the influ- 
ence of the vehicle on the penetrability of the 
various incorporated drugs through the skin, 
and on the release of the medication from 
the vehicle. Several articles refer to a differ- 
ence in effect depending on the base em- 
ployed.2 The question of the preferential 
penetration of hydrocortisone through the 
skin in various bases was studied by means 
of the hormone made radioactive by a content 





Submitted for publication Aug. 2, 1955. 

Royal Victoria Hospital, Department of Medi- 
cine, Subdepartment of Dermatology. 

This study was partially supported by a grant 
from Merck’s, Limited (Canada), who, in addition, 
supplied the hydrocortisone used in the test bases. 


of C**. These results will be reported else- 
where. 

However, the realization of these re- 
searches still falls short of the physician’s 
needs. Stability, while important to the 
pharmaceutical manufacturer of a commercial 
base, does not concern the prescribing doctor 
as much, since his treatment is administered 
for short periods only. Furthermore, it can 
be readily demonstrated that optimal thera- 
peutic effect does not necessarily parallel 
optimal penetration. Our present knowledge 
does not permit us to interpret the reasons 
for this discrepancy, but one certainly is 
related to the depth at which the effect is 
required. It would appear that the criteria 
laid down by pharmaceutical research, while 
useful as guiding principles, do not replace 
the clinical observations of the therapeutic 
result as the. basis for the selection of a suit- 
able ointment base for a given drug. 


This report deals with a clinical investiga- 
tion designed to compare the effect of topi- 
cally applied hydrocortisone incorporated in 
11 different vehicles. Clinical observations 
have suggested the importance of a number 
of factors in assessment of the final results. 
These include the type, stage, and location of 
the dermatosis.* 

The choice of vehicles * to be included in 
this study, was determined by the wish to 
evaluate examples of oily water-repellent 
bases, hydrophilic absorption bases, water-in- 
oil and oil-in-water emulsions, and oil-free 
bases. 

Petrolatum represented an oleaginous 


(greasy) base, while a polyethylene glycol 
base and a lotion were both at the opposite 





* We have not included bases containing choles- 
terol and hydrous wool fat (lanolin), because of 
the recent. reports dealing with their sensitizing 
properties. 
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end of the scale. The eight other bases con- 
sisted of examples of the four types described 
above. For the most part, emulsions with an 
outer oily phase are generally considered by 
the patient as greasy, while emulsions with an 
outer aqueous phase tend to give the sub- 
jective feeling of dryness. In addition to the 
structural formula of the base, the chemical 
nature of the several ingredients and the type 
of skin to which the base is applied also 
influence the patient’s description of the base 
as “greasy,” “drying,” or “just right.” 


Ointment Bases and Formulae 


Base 1 
Petrolatum 
Base 2+ % 
Isopropyl myristate 5 
Methyl stearate 5 
Diglycol stearate 20 
Liquid petrolatum 85% 50 
Ceresin 65% 10 
Yellow wax 5 
Cetyl alcohol 5 
Base 3 % 
Cetyl-stearyl alcohol 27 
Sodium lauryl sulfate 3 
White petrolatum 70 
Base 4 % 
Base 2 plus lecithin 5 
water 8.0 
Base 5 Gm. 
Glycerin 0.245 
Cetyl alcohol 0.147 
Sesame oil 0.198 
Polyoxyethylene monostearate 
(Myrj 52) 0.050 
Glyceryl monostearate 0.050 
Water pres. 0.300 
Base 6 
Base 3 plus 20% water 
Base 7 § % 
Cetyl alcohol 11.7 
Waxes 5.18 
Propanediol 7.8 
Sodium lauryl sulfate 1.56 
Liquid paraffin 14.08 
Water 59.68 





+ Trade name Neutrabase; courtesy of Wm. 
Wright & Company. 

} The commercial base for hydrocortisone oint- 
ment used by Merck’s, Limited (Canada). 

§ Trade name: Base 620, Wm. Wright & Com- 
pany. 
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Base 8 Gm. 
Glyceryl monostearate 0.100 
Glycerin 0.250 
Veegum HV || 0.020 
Water pres. 0.620 

Base 9 
Base 3 plus 40% water 

Base 10 % 
Zinc stearate 8 
Propylene glycol 30 
Polyethylene glycol (Carbowax) 58 
Water 4 

Base 11 Yo 
Ceramol { 0.4 
Diethylene glycol stearate 2.0 
Liquid petrolatum 3 
Glycerin 5 
Isopropyl alcohol 6.5 
Sodium methylhydroxy benzoate 0.15 
Distilled water 83.0 


MATERIAL AND METHODS 


A total of 264 human volunteers were used in 
these tests. Both male and female patients were 
observed, the ages ranging from 6 months to 72 
years. 

The diagnoses included atopic dermatitis (138), 
seborrheic dermatitis (46), pruritus perinei (24), 
and contact dermatitis (56).  . 

Symmetric areas were tested in all cases for 
comparison. 

Eleven ointment bases were used in the study, all 
containing 1% hydrocortisone. For the purpose of 
this outline these have been numbered from 1 to 11 
and will be listed as such throughout, unless dis- 
cussed with the type of base to which they belong. 
The formulae and characteristics of these bases 
have already been described. 

Instructions were outlined to all patients, who 
applied their own ointments. These included empha- 
sis on the twice daily application of a thin film of 
the material to the involved area. Supervision was 
given to the patients at first, and both the volunteer 
and the examiner kept a record of the ointment 
bases and their sites of application. 

In the final evaluation of the bases, made on both 
a subjective and an objective level, they were com- 
pared as follows: 

1. On areas equally involved in the dermatosis 

2. In various specific localizations 

3. In the three main types of dermatoses studied, 

namely, atopic dermatitis, seborrheic dermati- 
tis, and contact dermatitis 





|| A complex colloidal magnesium aluminum sili- 
cate manufactured by the R. T. Vanderbilt Co. 

{A self-emulsifying wax manufactured by Aceto 
Chemical Co., Inc. 
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4. In short (3-day) and long (10-day) therapy 

5. In the frequency and type of complaint sub- 
jectively made 

For purposes of a more ready comparison, grades 

were given to the ointment bases in the following 
manner : 

1. Each base was given an initial value of 4; this 
represented an acceptable base with 65% good 
results, 25% excellent results, and 10% allowed 
for poor results. 

2. For excellent results beyond 25% 

1 point was added for values between 25% and 
50% 

2 points were added for values between 50% 
and 75% 

3 points were added for values between 75% 
and 100% 

3. For poor results beyond 10% 

1 point was deducted for values between 10% 
and 25% 
2 points were deducted for values between 25% 
and 50% 
3 points were deducted for values between 50% 
and 75% 

4. If the base appeared to make the dermatitis 

worse, a greater penalty was deducted: 


1 point for values between 0 and 15% 







2 points for values between 15% and 25% 
3 points for values between 25% and 37% 
4 points for values between 37% and 50% 


RESULTS AND COMMENT 


Chart 1 outlines the over-all results in the 
comparative evaluation of the 11 vehicles 
tested, including all diagnoses and _ sites. 
Bases 2, 3, 4, 6, and 7 gave the best general 
results, followed closely by Bases 5 and 8. 
The poorest performance was observed with 
Bases 1, 9, 10, and 11. It may be noted that 
these vehicles represent the two extremes— 
petrolatum, the “greasiest”; the others, the 
“driest” examples in the selection. The close 
parallel between the subjective opinions ex- 
pressed by the patients and the objective 
evaluations of the observers is of interest. 
This evaluation was done after 10 days’ use. 

The actual results obtained with two of the 
vehicles have been illustrated by means of a 
“scattergram” (Chart 2) in order to ana- 
lyze the records more closely. Of the two 
examples, the first represents one of the 
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Chart 1—The over-all evaluation of ointment bases containing 1% hydrocortisone (results 
expressed as the percentage of the total number of cases in each group). 
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Chart 2—Scattergram of the actual results in 
the evaluation of two ointment bases—3 and 11. 
(Each dot represents one case.) 


ee. 





bases with a good assessment, the second, 
one of the poorer ones (3 and 11). 

Shorter-term application of the various 
vehicles did not demonstrate as marked dif- 
ferences as did the long-term treatment. 

The effects of the various bases when 
applied to different body sites have been 
summarized in Table 1, from which we may 
derive the following remarks: 

On the face, Vehicles 4, 5, 6, and 7, in- 
cluding water-in-oil and oil-in-water emul- 
sions, were quite satisfactory, while the 
water-free oily absorption bases and the 
drying bases were unsatisfactory. 

The lips and periorbital region showed a 
preference for Base 2, an oily absorption 
base. A similar pattern was found for the 
ears; the area chiefly treated was the space 
posterior to the pinna. The reason for this 


Tasre 1.—The Influence 


preference for a greasy base here was not 
clear. 

The forearms, trunk, popliteal fossae, and 
the legs showed a less selective tendency. 
All bases seemed to agree with these sites, 
the “good” bases giving somewhat better 
results. 

The neck and the dorsa of the hands re- 
acted unfavorably with Base 9, a base which 
gave uniformly mediocre or poor results, 
particularly in atopic dermatitis. This emul- 
sion, which has a composition similar to that 
of 3, one of the best vehicles, was found to 
be unstable and to disintegrate easily, facts 
which may explain the unsatisfactory results. 

Axillae and groins showed a pattern simi- 
lar to the above, with a preference for drying 
bases, again with the exception of Base 9. 

The dorsa of the feet manifested little 
particular preference, but a number of cases 
reacted unfavorably with Vehicle 11. This 
was the only base which caused allergic 
sensitization in several instances. Diglycol 
stearate was the component with which posi- 
tive patch tests were elicited. 

The antecubital fossae preferred the more 
drying bases with the exception of 9 and 11, 
which irritated in some cases. 

The perianal region showed an even more 
marked preference for oil-free bases or for 
emulsions with an outer aqueous phase. This 
feature is illustrated by the difference in the 
results obtained with Base 3 (poor) and 


of the Site of Application 

















Trial Ointment Bases 

Site of Application er 2 3 4 5 6 7 8 9 10 ll 
Face 2 2 3 4 4 5 6 1 0 0 0 
Lips 4 5 0 2 2 0 1 0 0 0 0 
Periorbital region 0 4 2 2 2 0 4 0 0 0 0 
Ears 2 5 2 4 2 0 1 0 0 0 0 
Forearms 2 2 8 3 8 3 5 3 3 2 3 
Trunk 2 4 4 4 4 6 5 4 2 4 5 
Popliteal fossae 1 3 3 4 3 4 4 1 2 3 1 
Legs 2 4 4 5 4 5 5 2 2 3 2 
Dorsa of feet 2 4 5 5 4 3 3 1 2 1 0 
Dorsa of hands 2 3 4 4 3 4 5 4 0 3 2 
Neck 0 3 5 4 3 3 4 4 0 2 2 
Axillae 0 1 2 3 1 5 4 3 2 3 0 
Groins 0 1 1 4 1 5 4 3 1 4 2 
Antecubital fossae 0 0 3 3 2 5 3 3 0 3 0 
Perianal area 0 0 1 0 0 5 3 2 3 2 0 
WEEE is aah Rs Reiss Bi eee a 1 8 1 2 1 2 2 0 0 0 0 
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TABLE 2.—The Influence 


of the Type of Dermatitis 








Trial Ointment Bases 
F A 





Diagnosis 1 
Seborrheic dermatitis..................ccceceecees 0 
Contact dermatitis............. 0.0. cece cence ce eees 1 
APOIO: GOPURATT Ag ooo 5s 5 seis had ccees sn tvcens 0 


np hee Pp 


3 4 5 6 7 8 9 10 il 
2 3 2 4 4 4 2 0 2 
8 t 2 5 4 3 1 0 + 
4 4 3 4 5 0 0 0 0 





Base 6, the same base with the addition of 
20% water, which gave excellent results. 
The lotion (11) proved unsuitable in this 
location, probably through its irritation of the 
adjacent mucosa. : 

In the vulva only Base 2, the oily absorp- 
tion base, was reasonably well tolerated, 
but numerous complaints were listed with all 
vehicles. One might suggest that the high 
incidence of psychogenic vulvar pruritus 
biased the evaluation in this location. 

Table 2 has been constructed to compare 
the bases as regards their usefulness in the 
three main diagnostic groups—seborrheic 
dermatitis, atopic dermatitis, and contact 
dermatitis. The Table has been biased some- 
what by the preponderance of atopic sites— 
face, antecubital fossae, and popliteal fossae— 
and therefore an ancillary table has been 
included to compare the results seen for these 
three diagnoses in three sites—face, neck, 
and forearms (Table 3). 

To summarize the results for these tables, 
in seborrheic dermatitis the reaction to the 
bases appeared to be improved by the addi- 
tion of water, so that the drying ones (6, 
7, 8) fared better. In contact dermatitis, 
no particularly distinctive features were 
noted, and the choice of bases seems mostly 
to be governed by the site. It is interesting 
that Lotion 11 did well in this group. 


The atopic patients proved to be the largest 
group examined, and here the testing served 
to confirm the clinical impression that 3, 4, 6, 
and 7 were the best bases in this dermatosis. 
These patients can, as a rule, most definitely 
state their requirements for a base, and 
quickly assess the value of the particular 
vehicle tested. From the tabulations, there 
appears to be an “all-or-nothing” reaction 
on the part of this type of patient—in that 
the base is either accepted well or not at all. 


From the patients’ subjective evaluations 
of the bases, we have drawn up a list of the 
number and type of complaints (Table 4). 
Each of the bases aroused some complaint 
from some patient, but it is noteworthy that 
six gave minimal trouble only, and of these 
five were previously estimated as being the 
best over-all vehicles (2, 3, 4, 6, 7). Of 
the four relatively poor bases, petrolatum 
provoked the largest number of complaints, 
chiefly of “heat” and irritation, while poly- 
ethylene glycol (10) and the lotion (11) 
drew from the patients the complaint of irri- 
tation. Base 9 caused itching in a large num- 
ber of cases. On the whole, the patients’ 
estimation of the dryness or greasiness cor- 
responded fairly closely to the known water 
content and chemical properties of the base 
in question. 


TasLe 3.—The Combined Influence of Diagnosis and Site 
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Site Diagnosis of Dermatitis 4 
Face Fc SEES panee Rs satog ea abies 1 
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3 4 £ ¢°3 4 0 0 0 0 
2 3 2 4 5 3 0 1 0 
4 4 + 4 4 5 1 0 0 
4+ 5 3 3 3 2 0 1 2 
3 3 2 5 4 4 0 1 2 
5 3 4 3 5 3 0 2 1 
4 4 4 3 5 2 0 1 3 
2 2 2 4 5 4 4 2 4 
3 3 3 3 5 3 2 2 3 
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TaBLe 4.—The Frequency of Subjective Complaints Regarding the Ointment Bases 








Forms of Complaints 
ie” REE 





“Dryness, Greasiness, Irritation, Discomfort, Itchiness, » 
Ointment Base Per Cent Per Cent Per Cent Per Cent Per Cent 
0 28 44 20 18 
0 16 2 0 4 
2 8 4 2 3 
0 14 0 4 0 
12 3 8 3 3 
4 0 0 4 0 
5 4 2 4 1 
14 0 3 8 3 
45 0 13 8 25 
50 0 28 10 16 
49 0 22 13 14 








SUMMARY AND CONCLUSIONS 


A set of evaluations was carried out, using 
11 vehicles, all of which contained hydro- 
cortisone 1%. Five vehicles proved to be 
the most generally useful ; these were charac- 
terized by not exerting too drying an effect, 
and yet not being too greasy. This selection 
included (a) an oily absorption base (3) ; 
(6) two water-in-oil emulsions (4 and 6) ; 
(c) two oil-in-water emulsions (5 and 7). 
On the other hand the “too dry” (9, 10, 11) 
and the “too greasy” (1) bases fared poorly. 
When the bases were applied for short 
periods only (three days), the differences 
were not as obvious as when longer intervals 
were studied. ; 

As a general rule, the thinner the skin the 
more suitable are the greasy bases; 6 and 7 
were almost uniformly successful in all areas, 
while 9 was uniformly irritating. Areas such 
as groin, axillae, and antecubital fossae, 
where there is increased perspiration, did 
best with the drier bases. 

In addition to the importance of the locali- 
zation of the dermatitis in determining the 
type of base, we also noted the influence of 
the diagnosis, for the atopic patient proved 
the most difficult to satisfy, while the patient 
with contact dermatitis accepted almost all 
bases without trouble. 


With regard to the complaints listed for 
each base, the patients’ estimation of the 


degree of dryness of a base corresponded 
closely with the known water content and 
properties. Those five bases which objectively 
gave the best therapeutic results were among 
those which received the least number of 
complaints. 

Our findings suggest that the differences 
in therapeutic actions of hydrocortisone in 
different vehicles is not determined primarily 
by any specific influence of the bases on the 
penetration of the hormone. Rather, the 
variations depend on the compatibility of the 
base with the skin disease and its different 
locations. 

No all-purpose “best” base can, therefore, 
be devised, and, although four vehicles gave 
satisfactory results under most conditions, 
it appears that individual choice of the base, 
taking into account type and localization of 
the skin disorder, is prerequisite for optimal 
therapeutic results. 


1414 Drummond St. 
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The term “‘sclerosing lipogranuloma” has 
recently been proposed by Smetana and 
Bernhard * for a peculiar granulomatous 
reaction that occurs in subcutaneous fat tissue 
after injury of various types. It was their 
feeling that this traumatic sclerosing lipo- 
granuloma is related to, but may be dis- 
tinguished from, traumatic fat necrosis of 
the breast, relapsing nodular nonsuppurative 
panniculitis, adiponecrosis neonatorum, lipid 
pneumonia, pelvic lipogranuloma caused by 
iodized oils injected for uterosalpingography, 
and other artificial lipogranulomas. They 
presented 14 cases, all occurring in males. 
Their ages varied from 20 to 60 years. In 
nine cases these lesions were in the genital 
region, involving either the penis or the scro- 
tum, or both. In an additional five cases 
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the buttocks, eye, arm, and the floor of the 
bladder were the sites of involvement. The 
process had persisted in most cases for a 
considerable period of time, and in no in- 
stance did healing occur spontaneously. 

The gross clinical appearance of the lesion 
was that of a localized swelling, usually 
progressing gradually but sometimes rapidly. 
The absence of inflammatory signs and the 
disrespect for natural boundaries suggested 
neoplasm, sometimes of malignant character, 
especially when the regional nodes were in- 
volved. 


The gross pathological appearance was 
characterized by disruption of the adipose 
tissue, the presence of cystic spaces of various 
sizes filled with fluid or fatty material, and 
scarring of varying density. 

All lesions showed a similar microscopic 
picture—a profound disturbance of the usual 
architecture of the fat tissue with disintegra- 
tion of fat cells and formation of fat globules. 
This was usually accompanied by a peculiar 
hyaline necrosis of the fibrovascular septa 
and a reaction composed mainly of macro- 
phages. Phagocytosis of fat droplets by 
macrophages was apparent, and foreign-body 
giant cells were gathered about larger aggre- 
gates of free fat. The proliferation of fibro- 
blasts in the stroma and the consequent de- 
velopment of collagenous tissue entrapped 
free fat globules and masses. The final picture 


‘ was that-of scar tissue containing fat globules 


and cysts, lined by endothelial-like cells or 
foreign-body giant cells. 

The fatty material present in the lesions 
stained differently from adjacent normal fat. 
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Nile blue sulfate showed the lipid in ques- 
tion to differ from that of normal adipose 
tissue. Osmic acid failed to blacken the 
altered fat in most instances, while normal 
adipose tissue showed the usual reaction. 
Color differences were not observed between 
various types of fat stained with oil red O 
or Sudan III. While normal fat tissue ex- 
hibited a brilliant fluorescence in phosphine 
3-R preparations, the altered fat within lipo- 
granulomatous areas exhibited none except 
for one case in which there was a yellow 
emitted light. 

Smetana and Bernhard were of the opinion 
that sclerosing lipogranuloma develops as a 
local process following injury to adipose tis- 
sue. A number of different etiologic factors 
were thought capable of causing the initial 
damage. The essential consequence was not 
physical disruption but rather a transforma- 
tion of physiologic fat into a mildly irritating 
unphysiologic substance with which the body 
could cope only by transformation, segrega- 
tion, and walling-off from the normal tissue. 

Several other examples of sclerosing lipo- 
granuloma have been reported in the litera- 
ture on the basis of Smetana and Bernhard’s 
work. Powell and Powell* reported such a 
tumor of the testicular adnexa weighing 2 Ib. 
Anning * presented one case in a 64-year-old 
man with involvement of the penis and scro- 
tum. Calnan and Haber® reported a case 
in a woman with acute schizophrenia associ- 
ated with puerperium. Bluish lesions were 
located on the extensor surfaces of the arms 
and forearms. These lesions were fairly well 
defined ‘but did not distribute themselves 
along the lymphatic channels. Galbraith and 
Young ® presented two examples, one in a 
42-year-old white man involving the penis 
and scrotum, and the other in a 45-year-old 
white woman who had previously undergone 
several laparotomies for numerous complaints 
referable to the abdomen. Thirteen pieces 
of irregular dense fibrous tissue which had 
the characteristic histological features of 
sclerosing lipogranuloma were removed from 
the abdominal cavity. Bell and Civin’ re- 
ported the condition as occurring in a 49- 
year-old white woman who also had had 
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numerous abdominal operations. A long left 
rectus incision had been made for the purpose 
of exploring the left ureter. The wound had 
healed per primam, but shortly thereafter it 
became exquisitely tender, firm, and warm. 
A diagnosis of sclerosing lipogranuloma was 
made from sections prepared from material 
obtained on reexcision of this area. Best 
and associates * chemically analyzed tissue 
obtained from two patients who had lesions 
similar in all respects to those reported as 
sclerosing lipogranuloma by Smetana and 
Bernhard. The scrotum and penis were in- 
volved in one case and the scrotum alone 
in the other. 


Smetana and Bernhard were not able to 
determine the nature of the lipid concerned 
in these lesions. They stated, however, that 
no: significant amount of unsaponifiable ma- 
terial suggestive of foreign oil was demon- 
strated in chemical studies of any of the 
lesions. Forbus, in discussing Smetana and 
Bernhard’s' paper, emphasized the impor- 
tance of developing some means for determin- 
ing the specific nature of the fatty substance 
concerned in the lesions. In the discussion 
on Anning’s case,* Haber questioned the 
development of a lipogranulomatous process 
in the subcutis of the penis, which normally 
does not contain fat cells, and pointed out 
the resemblance of the histological picture 
to that of a paraffinoma. Russell also re- 
marked on the similarity of the patient’s 
lesions to paraffinoma in spite of the fact that 
no history of injection could be elicited. Gal- 
braith and Young,*® in discussing their case 
of pelvic lipogranulomatosis, stated that there 
was no history of the introduction of a for- 
eign lipid into the pelvis but that the possi- 
bility existed. Best and ‘associates * could 
elicit no history of injection of foreign ma- 
terial in either of their cases; however, 
chemical analysis of removed tissue led them 
to but one conclusion, namely, that the 
granulomatous fat reaction in both cases was 
the result of the injection of liquid petrola- 
tum. It was their opinion that chemical 
analysis in other cases might very well reveal 
the presence of an exogenous lipid material 
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as the underlying cause of “idiopathic fat 
necrosis.” The purpose of this paper is to 
present two additional cases of the so-called 
sclerosing lipogranuloma of the penis and 
scrotum resulting from exogenous lipid ma- 
terial. 
REPORT OF CASES 

Case 1.—A 57-year-old white man. Patient stated 
that in July, 1952, he sustained an injury to the 
shaft of the penis while handling a lettuce crate. 
Generalized swelling of the penis with extreme pain 
occurred within 24 hours. A physician was con- 
sulted four days later, and the patient was given 


LIPOGRANULOMA FROM EXOGENOUS LIPIDS 


two injections of penicillin. The lesion subsided 
completely within two days. Approximately two 
months later the lesion recurred; during the next 
six weeks the entire penis became enlarged, in- 
durated, and painful, and finally areas of ulceration 
developed, with the discharge of purulent material. 
No history could be obtained of any injections into 
this area. Seven months prior to the patient’s pres- 
ent admission, a diagnosis of sclerosing lipogranu- 
loma had been made by biopsy in another hospital. 
He had received three separate courses of cortisone, 
temporary regression of the lesion being noticed 
each time. 

Physical examination on June 23, 1953, revealed 
a noninflammatory, yellow, firm, lobulated subcu- 


Fig. 1—A and B, frontal and lateral view of penile lesion of Case 1. C and D, frontal and 


lateral view of penile lesion of Case 2. 





A. M. A. ARCHIVES OF 





DERMATOLOGY 


Fig. 2 (Case 1)—Photomicrographs of various areas of the lesion. A, area demonstrating 
large irregular spaces surrounded by dense eosinophilic hyalinization; x 120. B, relatively unin- 
volved but acanthotic epidermis overlying an area of large vacuolated spaces surrounded by a 
syncytium of histiocytes, lymphocytes, and giant cells; x 120. C, large vacuolated spaces in 
removed regional lymph node with no evidence of tissue reaction; x 40. 


taneous mass completely involving the entire shaft 
of the penis with shortening of the organ (Fig. 1 
A and B), Ulcerative areas were present between 
the lobules. The margins were sharply demarcated 
from the surrounding tissue. The mass extended 
upward into the suprapubic area and downward 
into the scrotum. Firm discrete lymph nodes ap- 
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proximately 2X2 cm. were palpated in the left 
groin. 

Laboratory Data.—Biopsy specimens (Fig. 2) of 
the involved area which were stained with hema- 
toxylin and eosin revealed the following: The epi- 
dermis was essentially normal except for irregular 
acanthotic proliferation of the rete pegs. The corium 
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Fig. 3 (Case 2).—Photomicrographs of various areas of the lesion. A, large cyst and clefts 
in a relatively avascular hyalinized area; reduced slightly from mag. x 120. B, uninvolved epi- 
dermis overlying dense hyalinized area containing an area of lymphocytes and small vacuoles; 
reduced slightly from mag. x 60. C, dense eosinophilic hyalinized tissue surrounding and separat- 
ing elongated cleft-like spaces; reduced slightly from mag. x 60. 
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was greatly thickened and presented a “Swiss 
cheese”-like appearance. This effect was produced 
by numerous vacuoles which varied greatly in size. 
Surrounding and separating the spaces was a back- 
ground of connective tissue proliferation which 
varied in different areas. In some areas (subepi- 
dermally) supported by capillary proliferation there 
was a delicate syncytium of histiocytes that sur- 
rounded fat-filled vacuoles. Their cytoplasm was 
eosinophilic and foamy. Diffuse and aggregate small 
round cells and plasma cells were superimposed on 
this meshwork. An occasional foreign-body giant 
cell was observed. In other zones (deeper dermis) 
there were dense bands of eosinophilic collagenized 
fibrocytes. Between the latter branching columns 
were enmeshed these large vacuolated spaces (Fig. 
2 A and B). Granular hematoxylin-staining debris 
was scattered in small foci through such areas. 
For the purpose of further characterizing the 
material in the vacuolated spaces, the following 
histochemical staining procedures were performed: 
Frozen sections revealed that the material in the 
vacuolated spaces stained a red-orange with Sudan 


IV, stained a delicate pale pink with Nile blue: 


sulfate, did not blacken with osmic acid, and did 
not stain with the Ziehl-Neelsen technique. Histo- 
logical examination of a removed enlarged inguinal 
lymph node revealed vacuolated spaces that stained 
similarly. There was no tissue response surround- 
ing these droplets in the lymph node (Fig. 2 C). 


A tentative diagnosis of paraffinoma of the penis 
was made, and the granulomatous mass was subse- 
quently surgically removed. The excised material 
weighed approximately 131 gm. Because of the 
negative history regarding injections of foreign 
material and the interest in the recently proposed 
theories regarding the source of the lipid in the 
so-called sclerosing lipogranuloma, chemical studies 
were performed on the extracted lipids. 

Case 2.—A 38-year-old white man. Patient stated 
that in December, 1943, he sustained frostbite of 
the penis, scrotum, hands, and feet while in the 
Army stationed in Alaska. Approximately six 
months later be began to develop ulcerations of the 
penis and scrotum, and since that time these have 
continued in spite of numerous types of local 
therapy. 

Physical examination, Dec. 19, 1953, was essen- 
tially normal except for pathology involving the 
external genitalia. This consisted of a severely re- 
tracted penis (Fig. 1 C and D), with a diffuse, hard 
indurated,- lobulated mass involving the entire shaft 
of the penis and extending to involve the upper 
anterior portion of the scrotum and suprapubic 
region, The glans was not involved. A deep puru- 
.lent draining ulceration involved the upper medial 
“aspect of the right side of the scrotum. No inguinal 
lymphadenopathy was present. 

Laboratéry Data—Biopsy specimens (Fig. 3) of 
the involved area revealed a pattern essentially iden- 


TasBLe 1.—Determination of Various Lipid Fractions of Pathological Material Removed from 
Cases 1 and 2, and Normal Tissue Obtained from Pems, Scrotwm, Femoral Region, 
and Lymph Nodes of Cadavers 








Patients and Controls 


Total 

Neutral 

Fat and 

Weight of Total Free ‘Total Bound 
Tissue, Total Fatty Choles- Fatty 
Gm. Lipids * Acids * terol * Acids * 
181.100 20.200 0.324 0.125 19.751 
25.200 82.200 1,210 0.644 30.346 
0.511 5.500 1.490 0.162 3.848 
0.584 3.600 0.536 0.255 2.819 
0.502 4.750 0.505 0.226 4.019 
0.618 8.150 0.765 0.277 2.108 
0.645 3.060 0.478 0.120 2.467 
0.636 3.130 0.468 0.098 2.564 
23.600 11,630 0.125 0.320 11.185 
28.500 21.650 0.237 0.660 20.753 

. 89.500 29.850 0.814 0.910 28.126 
3.012 12.200 2.430 0.160 9.610 
4.041 13.200 3.700 0.087 9.413 
3.214 11.600 1.720 0.156 9.724 
5.018 33.000 0.210 0.182 32.608 





* The above figures are expressed in gm./100 gm. of tissue. 


366 








UMI 





UMI 


LIPOGRANULOMA FROM EXOGENOUS LIPIDS 


TABLE 2.—Specific Gravity of Lipids Obtained from 
Cases 1 and 2; Normal Fat Tissue Taken from 
Femoral Region of Three Fresh Cadavers; 
Liquid Petrolatum and Various V ege- 








table Oils 
Specific 
Gravity 
Oil at 22C 
De SS RIE OARS Cag Wa Finer gic see eRe RE 0.8880 
Lit ep EAP ERT PU IERS ED My Yai oe ee NTO EEL OT 0.8850 
Controls 
PO Daa e ko cViciWanacvadyibepes bas besadscecteus 0.9120 
PORE Bees ohnk 5a eV a0 Nice p ban abies decuewdcdasen 0.8915 
Gs Rdcc scare he van cccnrccceeerccopeeceursnius 0.9165 
Castor (Rexall Drug Co., Los Angeles)....... 1.0097 
Corn (Corn Products Refining Co., Argo, Ill.) 0.9250 
Cottonseed (Rexall Drug Co., Los Angeles).. 0.9108 
Linseed (Archer-Daniel-Midland, Minneapolis) 0.9402 
Liquid petrolatum—heavy (Octagon Process, 
Inc., Staten Island, N, Y.).............eeee08 0.8790 
Olive (Magnus, Mabee & Reynard Co., 
POE S ROU I skicccbitendsnekcnvpancssuasgucescee 0.8905 
Peanut (Opelousas Refinery, Opelousas, La.) 0.9010 





tical to that observed in Case 1. However, in some 
avascular eosinophilic hyalinized areas there were 
slit-like clefts suggestive of cholesterol deposits 
(Fig. 3 A and C). 

The results of histochemical staining procedures 
on frozen sections with Sudan IV, Nile blue sulfate, 
osmic acid, and the Ziehl-Neelsen technique were 
essentially the same as those in Case 1. 

A tentative diagnosis of paraffinoma was made, 
but the patient consented to the removal of only a 
portion of the mass for the purpose of chemical 
analytical studies. 
whitish lobulated tumor was removed. 


BIOCHEMICAL ANALYSIS 


Biochemical analysis (Table 1) for total lipids, 
total free fatty acids, total cholesterol, and total 


Twenty-five grams of firm - 


neutral fat and bound fatty acids was done on 
surgical specimens removed from Cases 1 and 2, 
and on normal fat tissue taken from the femoral 
regions of three fresh cadavers for the purpose of 
comparison, By employing special microanalysis, 
similar control studies were performed on the sub- 
cutaneous tissues removed respectively from the 
penis, scrotum, and lymph nodes of nine fresh 
cadavers. Such special analysis was required be- 
cause of the small amounts of such material. The 
age of these persons varied between 48 and 74 
years, and all died of diseases not associated with 
cachexia. Total lipids were determined in the 
manner described by Kingsley,® total free fatty 
acids in that described by Zuckerman and associ- 
ates,1° and total cholesterol as described by Kings- 
ley and Schaffert11; the total neutral fat and bound 
fatty acids were determined by differences between 
the total lipids and the free fatty acids plus total 
cholesterol. 

Specific gravity of the lipids obtained from the 
two patients was determined by weighing a 1 ml. 
specific gravity bottle containing the material on 
an analytical balance. The results obtained were 
compared with those for normal fat tissue controls 
taken from the femoral regions of three fresh 
cadavers and with those for liquid petrolatum and 
various vegetable oils (Table 2). 

Distillation studies were performed on the lipids 
of both patients by placing about 0.4 gm. of the 
lipid material in a 50 ml. distillation flask with the 
side arm connected to a small condenser. A vacuum 
of 25 in. of mercury was applied and the material 
heated with a gas flame. The results obtained 
were compared with those for normal fat tissue 
controls taken from the femoral regions of three 
fresh cadavers and for liquid petrolatum and vari- 
illic 

+ Kingsley, G. R., and Schaffert, R. R.: Micro- 
analysis of Lipids, unpublished data. 


TaBLe 3.—Characteristics of Distillate of Lipids Obtained from Cases 1 and 2; Normal Fat 
Tissue Taken from Femoral Region of Three Fresh Cadavers, and Various Common Oils 








Character of Distillate 
ee ae 








Go re ‘ 
Distills and 
Reflux in Starts to Constant 
Oil Fumes Flask Drop Distillation 
INE Rais 0c ka bk cov awe vadamudytes Var eobe we tean as 132 C-135 C 155 C-158 C 181 C 205 C-210 C 
CIRM Gis ioe Sich ke vhs cogs b abcd faced Chonan chen cone MOB ear 5g a ealee bc pede oe ome entie 
Controls 
TRL iin 3 us ca ghhdaenenaebd aeimadehaedth coke 180 0-185 O 160 C-165 C 185 C-187 C 220 C-225 O 
PEE Med Lasso a icb ebankh ka Kaas (av RCAGAL HERA REESS 132 C-185 C 160 0-164 C 187 0-190 O 225 0-230 C 
OOM ese KEL EVORTV heh a cd Sa RRRS Son Cees 182 C-134 C 161 C-165 C 185 0-187 C 220 0-224 O 
CE ecieec occa icare 06 ve oeecs cteeceucnteciess 105 C-110 C 180 C-185 C 150 C-155 C 180 C-188 C 
RI eT ici, pis baal whbiehs eee beater caee 180 O-133 © 150 C-155 C 178 C-180 O 200 0-206 C 
SNE RORIONEE link iid debasdaarsusdevsanbaseny vorserk 182 C-136 C 154 C-160 C 182 C-184 O 210 C-212 C 
MOU LUA VC Ga bc Hce Roan pees ce pees Vocuaewd case 80 C- 85 C 100 0-110 C 180 C-134 C 160 C-165 C 
Liquid petrolatum.................c cece cee ce eeee 182 0-134 C 150 C-153 C 180 0 205 C-210 C 
PUN, acs Gy eal ives bio cheep sa helcat ves deuateee 128 O-183 C 148 0-155 C 175 C-181 0 200 0-205 C 
WEE hos inca is caveats ee 6 Anahi epbdismedsccas 188 0-185 C 155 C-160 C 180 O-183 C 208 C-212 C 
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ous vegetable oils (Table 3). Because of insufficient 
material it was impossible to complete planned 
studies on material obtained from Case 2. - 

Determination of the free fatty acids in the sam- 
ple from Case 1 was compared with normal fat 
tissue controls taken from the femoral regions of 
three fresh cadavers and with various other oils 
(Table 4). Of the various specimens 0.1 ml. was 
added to 20 ml. of absolute ethyl alcohol. The re- 
mainder of the determination was completed as 
previously listed in the manner described by Zuck- 
erman and associates,1° 


Taste 4.—Sodium Hydroxide Titration of Free 
Fatty Acids in Lipid Material from Case 1; 
Normal Fat Tissue Controls Taken from 
Femoral Region of Three Fresh 
Cadavers, and Various Common Oils 








0.01 N NaOH, 
Oil Mi. 
Blank (ethyl alcohol and water)............ 0.10 
GOSS Bois cS os cos coda seen kcbnee eke cuuhars 0.63 
MDE 5G EES ice rick ewes Rana oka an coe 0.61 
Controls 
BOs Rios istic a Geeeiieeias 0.41 
bee PORE Ronan rr ANE is aU RAE a Me egy Saray SON 0.42 
ody URE apr ees eran ges rene as pT Mele pe sense, ae 0.41 
OOP hiss BERENS RTE eR 0.82 
NOOUN isk os ces schoo edwin dr ease 0.64 
NOMEN Sa pe kiko cade oss cuc¥ioes FedkA Ose oaska ks 1,10 
Liquid petrolatum............ 00.0... ece eee 0.10 
i, SME RSS CNRS Deedee cone ROS cGy Ree SRE 1.14 
OIE 55 55 tie A Tn ened bn iccestes va wineianeee 0.70 





Taste 5.—Saponification Number of Oil Obtained 
from Case 1 as Compared with Normal Fat 
Tissue Controls Taken from Femoral 
Region of Three Fresh Cadavers, and 
Various Known Lipid Substances 








Saponifica- 
oil tion No. 
0S Rae ya pelia peo myOUy einem se ietanr ur et 144 
CHE BSC iia vo eh FIC i eh a EE eee 185 

Controls 

DUE Bivins ine ek dv teks Cis ui pan bine bade 191 

NOs Bio ekccinncussdacess eke eae eeeee ns 197 

2 RR IREPE RSNA pe Tee SRE SR Piha te nip 192 
COM io ick os ck pe RAS ate aes 191 
RIPPING care viueeeao aussi dese yeas euewens 190 
PMN Sree Sci iis os 050s epee phipncnarceks 189 
TAqald petrolatams sii. 6. hess ieee cee ets 0 
IO G5 evi cee cee s des iheas keer eae ds beeneoeies 190 
POM G as aio civ ei a bu abncieed iskivavcomsiane 185 





Kottstorfer’st procedure was employed in deter- 
mining the saponification number of the oil ob- 
tained from Case 1, normal fat tissue controls taken 
from the femoral region of three fresh cadavers, 
and various known lipid substances (Table 5). 





t¢ Cited by Winton and Winton.12 
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TaB_e 6.—Determination of Lipase Action of Mate- 
rial Obtained from Case 1 as Compared with 
That of Normal Fat Tissue Controls Taken 
from Femoral Region of Three Fresh 
Cadavers, and Various Oils 








Lipase, 

Oil Substrate Units 
EOS SE RETA EE RAD EDD Pay PEO A OREN OE 25 
MIMBOOE. 2 y55 Cov carce ret ai chs avens bis teliabeccakade 20 

Controls 

POW Reo eh SEK. sos: k Reds BERK OR eum E awe a 25 
Pee Rie iis vate ce kee cachs ieee he as 25 
PUD ice bos cn Sorevnney ton a eave eues ealadbo bane 25 
CT sie ous kb Vviman bc kik he ois dR LOOK UA bE 20 
CNN 5s oa'gs in'cg Sy ssa oS bu bes Lae eos 25 
BE 6 gah rks 0. Gs 6 AN eins PARES CAO HO ARES SO 15 
Liquid petrolatum.................. cece cence eee 5 
TREES RS CLOT NE SON ANE ODED ¢ POD ose N TS tena pr 15 
IG i556 Bish Sis snes cco Se Kaas Roe Ra kaiees 25 
RETA ois aa nck Wee ke cones 5 Casibidi es 190 





* Eastman-Kodak Co., Rochester, N. Y. 


TaBLe 7.—Indices of Refractiom of Lipid Material 
from Case 1 as Compared with Those 
of Various Known Oils 








Oil Results 
oe SSRI Pe tiara Roig tA Zeta 1.4702 
ROME No ws icv asked cp houk covmekssiescanes 1.4786 
C2 GARGS SBS ANZ Cen ste PeCe Er hn ERE 1.4780 
EMO NO Soin on5s peeuiin stead Kew bad eeeancacak 1.4720 
BM ov ink goo ve on ede ees kicuh wpe en en kus 1.4797 
Liquid petrolatum...................cc.ce0ees 1.4580 
1 Een UP OP DEE ep Bae Tap AT SE at Uh 1.4689 
SS ROR Ce ARE ST PORE OH GeO PE HR 1.4701 





The determination of the lipase action of the 
material obtained from Case 1 was performed and 
compared with that of normal fat tissue controls 
taken from the femoral regions of three fresh 
cadavers and with various known oils (Table 6). 
The unknown, controls, and various oils were 


emulsified according to the procedure of Goldstein . 


and associates.1% To 20 ml. of each oil emulsion in 
a 250 ml. Erlenmeyer flask, 1 ml. of pooled serum 
was added, mixed, and incubated for one hour at 
37 C. The amount of free acid liberated was 
titrated with 0.05 N KOH. 

Determination of indices of refraction of the un- 
known and the various known lipids was done by 
means of a Spencer-Abbe refractometer, Model No. 
171. The indices of refraction for the D lines at 
21.5 C are shown in Table 7. 

The Baird Model B Infrared Spectrophotometer 
was used for further examination of the unknown 
and various known lipids, such as caster oil, corn 
oil, cottonseed oil, liquid petrolatum, olive oil, and 
peanut oil. Interpretation of the absorption bands 
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of the oil from Case 1 showed (1) that it contained 
material that was a triglyceride; (2) that there was 
unsaturation in the acid portion, (3) that the un- 
known was impure, and (4) that the infrared spec- 
trum was very close to being identical to that of 
cottonseed oil, but the possibility of admixtures with 
peanut or corn oil could not be excluded. 


COMMENT 


Biochemical analysis of the material in the 
lesions of Cases 1 and 2 revealed in both 
instances the presence of an inordinate quan- 
tity of lipid, 20.2 and 32.2 gm. per 100 cc., 
respectively. Although we were unable posi- 
tively to identify the material in the cystic 
spaces in either instance, our data support 
their exogenous derivation. The quantity of 
total free fatty acids, total cholesterol, total 
neutral fat, and bound fatty acids suggests 
animal or vegetable origin. The failure to 
reduce osmic acid demonstrates that the 
unsaturated carbon linkages, universally en- 
countered in animal and vegetable lipids, 
have been saturated by some chemical agent. 
This neutralization does not occur spon- 
taneously or under pathological conditions in 
nature. It must be presumed, therefore, that 
these lipids have been altered chemically in 
the fashion that iodized oil U. S. P. (Lipio- 
dol) is created by the artificial iodination of 
poppy-seed oil. Insufficient material was 
available from the cases in question to deter- 


-mine the iodine number and thus verify this 


histochemical observation. The lower spe- 
cific gravity, the variations in temperature of 
reflux and distillation, the differences in 
titration of free fatty acids, the lowered 
saponification number, and the indices of 
refraction also suggest that the lipid in ques- 
tion was not from an endogenous human 
source. Because the specific gravity and 
fuming distillation temperatures of the for- 
eign lipid of Cases 1 and 2 closely approached 
that of liquid petrolatum, cottonseed, corn, 
and peanut oils, a clear-cut distinction could 
not be made by these methods. There is a 
strong suggestion that the material in Case 
1 was largely a vegetable oil admixed with 
some small amounts of hydrocarbon. The 
spectrophotometric findings seem to indicate 
the great probability that in Case 1 the 


vegetable lipid was cottonseed oil, although 
corn and peanut oils could not be excluded. 

When the patient (Case 1) was confronted 
with this evidence, he denied recollection of 
any injection into the penis but did admit to 
the possibility during periods of heavy alco- 
holic consumption and promiscuity. The 
other patient (Case 2) corrected his original 
statement, saying that shortly prior to the 
onset of the penile lesion he had received 
an injection into the proximal portion of the 
shaft of the penis. This was administered to 
facilitate erection. 

We cannot accept the term “sclerosing 
lipogranuloma” for such tumors, first, be- 
cause of the erroneously proposed patho- 
genesis; and, second, because of the mislead- 
ing concept regarding etiology. We feel that 
such terms as paraffinoma, oleoma, and for- 
eign-body lipid granuloma which have been 
used in the past to describe these lesions are 
still preferable from both a clinical and a 
pathological standpoint. The usage of such 
terms is based on experience gathered in a 
past era during which the etiology and patho- 
genesis were established beyond question. 

Such tumors were frequently described 
during the period from 1900 to 1935, when 
foreign lipid substances were being employed 
for prosthetic and cosmetic purposes and as 
vehicles for oil-soluble substances in intra- 
muscular injection. Heidingsfeld ** as early 
as 1906 reviewed the accumulated literature 
pertinent to the histopathological response 
developing to paraffin when injected subcuta- 
neously for cosmetic and prosthetic purposes. 
His histological description is in essence 
valid today for that of the paraffinoma or 
sclerosing lipogranuloma. Mook and Wan- 
der *® cited the clinical and histopathological 
similarities of the tumors produced by the 
subcutaneous injection of camphor oil sus- 
pended in liquid petrolatum to paraffinoma, 
stressing their slow development, their con- 
crete-like type of infiltration, and the long 
period of latency from injection to onset of 
symptoms. In addition, they emphasized 
that because their location was so totally 
different from that of paraffinomas the nature 
of these tumors was not suspected. They 
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concluded that it is dangerous to use liquid 
petrolatum as a vehicle for subcutaneous 
injections. In 1920, Mook and Wander ** 
reasserted these thoughts. Stokes and Scholl *” 
presented one case of probable paraffin-oil 
tumor and emphasized the fact that the pa- 
tient may present a deceptive history regard- 
ing the receipt of any injection. Weidman ** 
warned against the extensive use of liquid 
petrolatum as a suspending agent for intra- 
muscular and subcutaneous preparations. In 
addition, Weidman and Jefferies ° reviewed 
the pertinent literature and described the 
basic nature of the process. They stated 
that there is no doubt that the lesion is a 
foreign-body granuloma. They stressed the 
fact that normal fat can be distinguished 
from foreign lipids in several ways. They 
felt that there were individual predisposing 
factors which were important in the develop- 
ment of such paraffinomas. Rosser *° dis- 
cussed the development of such tumors as 
a result of the treatment of hemorrhoids by 
injections of phenol suspended in various 
foreign oils. He suggested the term “elaion- 
cos” as a generic term for tumors resulting 
from oil retention in body tissues. In 1932, 
Rosser and Wallace ** reported 20 rectal 
strictures resulting from the injection of 
either paraffin oil or mixtures of vegetable 
oil and paraffin oil. In 13 instances they 
injected cottonseed oil into human rectal 
tissue, and, although tumors did not develop 
in every case, a tendency to tumor develop- 
ment was directly related to the amount of 
oil injected. They observed that liquid petro- 
latum would consistently produce a tumor 
when injected and saw no reason to indict 
individual susceptibility in man. They placed 
cottonseed oil in an intermittent position as 
a tumefacient because the fibrosis and oil 
retention were less marked than those reac- 
tions observed from paraffin oil. The fact 
that these’ oil granulomas may be produced 
by not only single oils but also mixtures of 
a wide variety of such substances was empha- 
sized by Kaplan.”* He stressed the merits of 
the differential histochemical staining meth- 
ods and physiochemical analysis for complete 
' evaluation of the lipid material. 
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From the clinical standpoint, the diagnosis 
of paraffinoma may be highly misleading 
because of bizarre locations and deliberate 
attempts on the part of the patient to mislead 
the physician. Weidman and Jefferies *® cited 
Bivona’s case as of interest because it con- 
cerned the scrotum. The patient employed 
someone to induce the scrotal lesion in order 
to avoid conscription into the Italian army. 
De Cholnoky ** reported a paraffinoma of 
the male breast which the patient most likely 
had produced, along with x-ray epilation of 
one side of the face, for the purpose of mak- 
ing a living by displaying himself as half 
male, half female. Mason and Queen * 
cited Hesse, who described 183 cases met 
with in the prerevolutionary and revolution- 
ary days in Russia. They mentioned Hesse’s 
figures to show the wide distribution of the 
tumors and stressed the 100% misleading 
histories given by the patients. Of the 183 
cases, 7 involved the scrotum. Brown and 
Joergenson ** described a case in a man of 
paraffin pil granulomas simulating gyne- 
comastia and separately involving the scro- 
tum and penis. They pointed out the 
diagnostic confusion occasioned by the bi- 
zarre combination of such lesions. The so- 
called lipoid material in the biopsy specimen 
of the lymph node in this case escaped proper 
interpretation until the obviously foreign oil 
was found in the specimen of.the breast. The 
history was entirely misleading, and it was 
not until the patient was confronted with 
the evidence that he admitted to injections 
of foreign material into these areas. Paraf- 
finoma involving the penis has been reported 
in the past. Quénu and Pérol ** reviewed 
the literature in 1947 and found five cases 
on record in which the injection of paraffin 
or petrolatum resulted in development of 
paraffinoma of the penis. In addition, they 
presented one case of their own. The amount 
of liquid injected varied between 20 and 80 
cc, Injections were not particularly painful 
and were rapidly followed by considerable 
edema, which made sexual relationship im- 
possible. Later on, the deposits of paraffin 
in the subcutis were encapsulated by prolifer- 
ation of fibrous tissue. The connective tissue 
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reaction produced widespread fibrous infiltra- 
tions, so that the entire organ became sur- 
rounded by a sclerotic shell of fibrous tissue 
which made erection impossible. In addition, 
inflammatory reactions often occurred, with 
the formation of sterile abscesses, ulcerations, 
lymphangitis, and involvement of the regional 
lymph nodes. Neither the glans nor the 
cavernous bodies were usually involved. The 
prepuce often acquired huge dimensions, 
giving rise to phimosis or paraphimosis, or 
it became necrotic and was destroyed. The 
principal site of the lesions was the subcu- 
taneous tissue of the shaft of the penis. Here 
the sclerotic process often reached a thick- 
ness of several millimeters. It was of firm 
elastic consistency like the musculature of 
the thigh and in areas was as hard as car- 
tilage. The skin overlying such zones was 
waxy white or yellow. The paraffin some- 
times migrated along the lymphatics, and 
the infiltration was not always limited to the 
penis but spread into the scrotum, the peri- 
neum, and the pubic areas. These authors 
stressed the fact that the patients will con- 
sistently deny receiving any injections into 
the area. Bradley and Ehrgott ** presented 
a case of paraffinoma of the penis in which 
the mechanism of introduction of the liquid 
petrolatum beneath the skin remained in 
doubt. However, they favored percutaneous 
absorption of the oil following external ap- 
plication. 

The era for use of paraffin, liquid petro- 
latum, and vegetable oils such as cottonseed 
for various prosthetic and cosmetic pro- 
cedures has long passed, and this accounts 
for the almost complete absence of articles 
dealing with this phase of the problem. The 
reader, however, should be aware of the fact 
that sporadic cases will be met with in which 
foreign lipids have been employed for ma- 
lingering or other bizarre purposes. Because 
of the present rarity of these tumors and the 
deceiving history, the clinician as well as the 
histopathologist must be aware of the ex- 
periences encountered in this era if the true 
etiology. and nature of the tumors are to be 
suspected. 


When this experience is superimposed on 
the background of that obtained at the time 
such lesions were common, and from the 
clinical, histological, histochemical, and _ bio- 
chemical studies, it appears justifiable to 
conclude that the cases presented in this 
paper are identical with those due to the 
injection of foreign lipids. 


SUMMARY AND CONCLUSION 


Two cases of the so-called sclerosing lipo- 
granuloma are presented, with clinical, histo- 
pathological, histochemical, and biochemical 
studies. We cannot agree with Smetana and 
others who have recently proposed such lipid 
granuloma as a new disease entity under 
the term “sclerosing lipogranuloma.”’ We 
feel that our studies support the concept that 
the so-called sclerosing lipogranuloma is due 
to exogenous lipids and not to an abnormal 
self-perpetuating endogenous lipoid degen- 
erative process. 
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Al Modified Liquid Petrolatum Preparation 


Its Use in the Management of Certain Common Dermatoses of the Scalp 


MARION B. SULZBERGER, M.D., New York 
and 
JACOBO OBADIA, M.D., Caracas, Venezuela 


MALLU 


Since time immemorial a great variety of 
different forms of topical medication have 
been used in the treatment of various com- 
mon scalp disorders. A large number of 
these preparations, even the best and most 
modern ones prescribed by dermatologists 
and other physicians, have been unpleasant 
and “messy,” leaving the hair unsightly, 
greasy or sticky, and the scalp uncomfortable. 
In addition, in such very common diseases of 
the scalp as psoriasis and atopic dermatitis, 
the available preparations have been rela- 
tively ineffective in an unfortunately large 
proportion of the cases. 

In the attempt to find a preparation that 
would be more acceptable to the patients and 
at the same time more therapeutically effec- 
tive, we undertook to repeat and extend the 
study and evaluation of a relatively new 
preparation which previously had been re- 
ported * as being of value in the treatment of 
psoriasis of the scalp. 

This preparation is a mixture of liquid 
petrolatum, sodium chloride solution, and 
phenol. The phenol is present in a concentra- 
tion of less than 1%.* The liquid separates 
on standing and should therefore be thor- 
oughly shaken before each use. It has a mild 
odor of phenol, which soon disappears after 
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*P & S Liquid, Chester A. Baker Laboratories, 
Boston. 


application to the scalp. The mixture is eas- 
ily applied to the hairy scalp and readily 
washed out. 

The majority of our patients, even includ- 
ing some very fastidious ladies, have found 
it much less objectionable than the prepara- 
tions previously prescribed. 

Because of the nature of the ingredients, 
none of which seemed to us to carry particu- 
lar promise as effective weapons in the treat- 
ment of inveterate psoriasis of the scalp, we 
were a little hesitant about undertaking the 
clinical evaluation of this liquid. However, 
the rapid improvement noted in preliminary 
trials on a few patients prompted us to try 
P & S Liquid in other cases. 


A total of 86 patients were studied in this 
series. Each was given instructions to rub 
the liquid into the affected area well every 
night. The period of use varied between 2 
to 20 weeks with an average of 6 weeks. 
Ordinarily improvement was noted after one 
to two weeks. The benefit achieved was 
usually maintained as long as the medication 
was used regularly. Relapses were noted 
with the irregular use of the preparation but 
were usually again controlled when the regu- 
lar applications were resumed. 

Ordinarily patients were seen at approxi- 
mately one- to two-week intervals, although 
at times the period was longer. Improvement 
was judged by diminution or absence of ery- 
thema and scaling. Subjective improvement 
was reported by the patient, i. e., relief of 
pruritus, scaling, etc., as compared with 
previously used medications. 
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RESULTS 


Table 1 shows the results which were ob- 
tained in psoriasis, seborrheic dermatitis, and 
atopic dermatitis involving the scalp. In addi- 
tion, in seven of these cases, P & S Liquid 
was used also on patches of psoriasis of the 
glabrous skin (Table 2). The results shown 
in Table 1 may be summarized as follows: 

Of the original 86 patients started on ther- 
apy we were able to follow only 66 for a 
sufficient number of visits to evaluate the 
results. Of these, 56 had psoriasis of the 
scalp. 


M. A. ARCHIVES OF DERMATOLOGY 


Of four cases of atopic dermatitis of the 
scalp which were treated with P & S Liquid, 
two showed moderate improvement. 

In contrast to its generally satisfactory 
therapeutic effect on psoriatic lesions of the 
hairy scalp, when P & S Liquid was used on 
psoriatic patches of glabrous skin the results 
were in general unsatisfactory (as shown in 
Table 2). 

No serious side-effects resulted from the 
continued use of this medication. However, 
five of the patients with psoriasis of the scalp 
complained of excessive oiliness ; three stated 


Tas_eE 1.—Results with P & S Liquid in the Treatment of Scalp Lesions 








75%-100% 25%-75% Slight or No 


No. of Improve- Improve- Improve- Insufficient 

Diagnosis Patients ment * ment * ment Follow-Up 
PONIES aco hes pis deacons hoe veep uvacuventes 72 28 16 12 16 
Atopic dermatitis................eceeeceees 5 0 2 1 
Seborrheic dermatitis..................008 9 5 0 1 3 
OEMS cece ts ci babe aca staes Kiasne peeees 8&6 33 18 15 20 





* Estimated on the basis of the physician’s objective examinations and report of subjective observations by the 


patients. 


Taste 2.—Results with P & S Liquid in the Treatment of Lesions of the Glabrous Skin 








75%-100% 25%-75% Slight or No 
No. of Improve- Improve- Improve- Insufficient 
Diagnosis Patients * ment ment ment Follow-Up 
civ eviews kek Ceca etheeedes cheats 7 1 1 5 0 


Psoriasis 





* These were usually the psoriatic patients included in Table 1 to show the results in their sealp lesions. 


Of these 56 cases, 28, or 50%, showed 
marked objective improvement (estimated 
75%-100% ), with complete or almost com- 
plete disappearance of lesions, and reported 
satisfactory decrease of the subjective symp- 
toms. Over 28% showed moderate improve- 
ment only (estimated 25%-75%). The 
majority of these 56 patients with psoriasis 
of the scalp had used very numerous oils, 
ointments, creams, and lotions on their scalps 
in the past with very little or no benefit. 


Of six patients with seborrheic dermatitis 
of the scalp who could be followed, five 
showed marked improvement. However, in 
the majority of these patients the dermatosis 
of the scalp was easily controlled also with 
other preparations. - 
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that their scalp either began to itch or became 
more pruritic, and one complained of burn- 
ing following the use of the P & S Liquid. 
When the preparation was used on the psori- 
atic lesions of glabrous skin, three of the 
patients complained of irritation and one 
developed maceration in an intertrigenous 
area. 
SUMMARY AND INFERENCES 


This report summarizes the results of the 
use of a mixture of liquid petrolatum, sodium 
chloride, and phenol (“P & S Liquid”) in 
the treatment of several common scalp dis- 
orders, but in particular of psoriasis of the 
scalp. 

The results in 56 patients confirm those of 
Vickers. They indicate that P & S Liquid is 
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PREPARATION FOR SCALP DERMATOSES 


a valuable addition in the management of 
psoriasis of the scalp, having as its outstand- 
ing feature a relatively high capacity to keep 
the lesions under control without the dis- 
agreeable greasiness, odor, and properties of 
staining, irritating, or sensitizing so common 
to antipsoriatic measures. 

The results in a smaller series suggest that 
the preparation may prove of some value also 
in cases of seborrheic dermatitis of the scalp. 

In contrast, P & S Liquid proved rela- 
tively ineffective in psoriatic lesions of. the 
glabrous skin. 


Whether the beneficial effects are in great- 
est measure due to the particular combina- 
tion of the three components or whether any 
one or two of them would prove equally 
effective is a question which was not investi- 
gated in the present series but which still 
requires elucidation. 


999 Fifth Ave, New York (28). 
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Pityriasis Alba 


NORMAN M. O’FARRELL, M.D., San Diego, Calif. 
TUNA eA 


In 1946 Dobes and Jones? proposed the 
name “erythema streptogenes” for a scaling 
and depigmenting dermatitis seen most com- 
monly in dark-skinned children. This is not 
a new disease, as it had previously been 
described in older texts under many names: 
impetigo furfuracea, pityriasis simplex, and 
pityriasis alba. Dobes and Jones believed that 
it was a streptococcal infection because they 
were able to culture hemolytic Streptococcus 
in five of seven cases, although sometimes 
several attempts were necessary to obtain the 
germ. Fox,* working on the same problem 
in 1923 and 1924, grew no bacteria. Pardo- 
Castello and Dominguez * grew no bacteria 
but did grow an Aspergillus fungus. 

With the advent of the newer antibiotic 
preparations there has been growing dissatis- 
faction with the name “erythema strepto- 
genes.” The condition does not act like an 
infection. It responds to antibiotics no better 
than to the base without the medication. The 
histology is not that of an infection. It does 
not spread like an infection. It is in no way 
contagious. Why are only children affected? 
Clearly a new concept is in order. 

Here in the Southwest this trouble is 
extremely common. We see these patients 
almost daily. Such a large number of cases 
permits clinical observation of all stages of 
the disease, and one reaches conclusions that 
a smaller number of cases could not admit. 
While the depigmented areas are most prom- 
inent on the cheeks of dark-skinned children, 
they are almost equally common, though less 
noticeable, on fair skins. The outer part of 
the upper arm is a frequently affected site. 
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It is also to be noted that there is a seasonal 
variation, the condition tending to fade in the 
winter and to intensify in the summer. Pro- 
tection from sunlight has a beneficial effect, 
as does the application of any lubricant, 
regardless of medication. Boys are affected 
more than girls (more exposure to sun- 
light?). Infants never have it. Hydrocorti- 
sone ointment with or without mild peeling 
agents heals it more quickly than anything 
else I have used. With the coming of the oily 
skin of puberty there is universal clearing 
without residual scarring or atrophy. 

Microscopic examination of a typical slide 
shows some fragmented keratosis, a slight 
acanthosis of a plate-like type, with a small 
amount of edema. Except for a minimal 
lymphocytic infiltration close to the base of 
the epidermis there is no inflammatory reac- 
tion. Is this the picture of a streptococcal 
infection ? 

It is my opinion that we are seeing in this 
disease the dry and fragile skin of childhood, 
irritated by such diverse causes as sunlight, 
the chapping effect of wind, and the drying 
action of soap. These factors irritate to a 
point where the tan peels off and leaves 
depigmentation, just as the peeling of tinea 
versicolor can leave depigmentation. 

Just as an eczematization of covered parts 
such as the buttocks can heal and leave the 
same white areas, so can the antecubital fos- 
sae in a child with atopic dermatitis. 

Fox ? wrote the earliest description I have 
found under the title “Partial Depigmenta- 
tion, Chiefly of the Face, in Negro Chil- 
dren,” in 1923. The paper was presented at 
a meeting of the New York Dermatological 
Society and the condition was apparently new 
to the other members. 

Pardo-Castello and Dominguez * in 1924 
called the disease “achromia parasitaria” and 
cultured Aspergillus. As I looked at the 








UMI 





JMI 


PITYRIASIS ALBA 


pictures of their cases, I thought some were 
actual fungus infections. I believe that no one 
at the present time believes this trouble to be 
a ringworm. ‘ 

Hazen,® in the third edition of his book 
“Diseases of the Skin,” written in 1927, lists 
the disease as pityriasis corporis, with an 
alternate title of pityriasis alba.. Where he 
got the name I do not know. 


CONCLUSIONS 


I believe that the condition is an eczemati- 
zation, with multiple causes of which light is 
a major one, that disappears permanently 
when the oiliness of the skin increases at 
puberty. Because of the lack of evidence of 


infection we should return to the old more 
accurate name of pityrfasis alba. 


340 Kalmia St. (1). 
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A Chnical Evaluation of Pondnisans 
in the fea Basin of Preris doies 


CHARLES R. REIN, M.D. 
and 
EUGENE L. BODIAN, M.D., New York 


HVE 


During the past few years there have been 
innumerable reports attesting to the efficacy 
of corticosteroids in the treatment of rheu- 
matoid arthritis and other so-called collagen 
diseases. Among newer compounds de- 
veloped by Schering is prednisone (formerly 
called Metacortandracin).* It is reported 
to have three to five times the therapeutic 
effectiveness of oral hydrocortisone or corti- 
sone and to have fewer side-reactions; 
sodium retention and excessive potassium 
depletion are less frequent. 

With the introduction of each new syn- 
thetic corticosteroid, clinical investigators 
study its efficacy in the treatment of skin 
diseases. The purpose of this study was to 
evaluate prednisone in the treatment of a 
variety of dermatoses. 

The study was so designed that the first 
patients treated were those with dermatoses 
who had responded well to cortisone or 
hydrocortisone therapy but in whom one or 
another side-effect, such as water retention, 
hypertension, moon facies, buffalo hump, 
and generalized weakness, developed after 
prolonged high-dose therapy. Some of these 
patients had been on steroid therapy for six 
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* The prednisone (Meticorten) used in this study 
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months to two years. It was felt that such 
selected patients would provide the best 
means of comparing the relative potency and 
the side-effects of prednisone with those of 
the previously employed corticosteroids. 

A series of 41 patients with various derma- 
toses was selected for this study. There were 
17 males and 24 females of whom 39 were 
white and 2 were Negroes. The ages ranged 
from 8 to 75 years. Before prednisone ther- 
apy was instituted, all previously employed 
oral and parenteral steroid therapy was dis- 
continued for at least two weeks, or until 
there was a marked exacerbation of the 
eruption, Twenty patients had never been 
subjected to steroid therapy, and prednisone 
was their first experience with oral corti- 
costeroids. 

Prior to therapy, all patients were care- 
fully questioned as to whether there was 
any clinical or anamnestic evidence of dia- 
betes, peptic ulcer, tuberculosis, or emotional 
instability. Weight, blood pressure, and re- 
sults of urinalysis for glucose and albumin 
were also recorded at the onset. Patients 
were not restricted in their diet, nor were 
they encouraged to decrease their salt inges- 
tion or increase their intake of postassium- 
rich foods. Supplemental potassium was not 
prescribed for any of these persons. Further- 
more, none of these patients received any 
adjunct corticotropin while on this study. 

The prednisone was taken in three or four 
divided doses. The initial suppressive dose 
was usually 40 mg. per day, which was then 
reduced to maintenance levels as rapidly as 
the clinical response warranted. Although 
most patients could be maintained. on doses 
as low as 15 mg. per day, some patients 
with long-standing dermatitis herpetiformis 
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and crippling atopic dermatitis required a 
daily maintenance dose of 40 mg. The maxi- 
mum dose given to any patient was 60 mg. 


RESULTS 


From a series as small as this, it was not 
possible to make any statistical analysis, but 
some general impressions were obtained. In 
the majority of patients who failed to develop 
an exacerbation of their eruptions when the 
dose was reduced to 10 mg. per day, it was 
possible to discontinue the prednisone treat- 
ment completely with no appreciable flare 
of the dermatoses. This was, of course, espe- 
cially true in the self-limited conditions, 
such as generalized urticaria and severe con- 
tact dermatitis. Although 33 of the 41 
patients showed a dramatic and rapid thera- 
peutic response, there were 2 patients who 
had only a 25% improvement, 3 with a 50% 
improvement, and 3 with a 75% improve- 
ment on dosage schedules of 40 to 60 mg. 
per day. It is quite possible that a better 
clinical improvement would have been ob- 
tained in these eight patients if larger doses 
had been utilized. 

It was also apparent that the initial clinical 
response was not as rapid as with hydro- 
cortisone. However, maintenance was effec- 
tive after this slight lag. The range of 
relative efficacy, milligram for milligram, 
appeared to be about 4:1 for hydrocortisone 
and 5:1 for cortisone. The clinical response 
was excellent in atopic dermatitis, gen- 
eralized neurodermatitis, urticaria, and con- 
tact dermatitis. The patients with dermatitis 
herpetiformis, seborrheic dermatitis, lupus 
erythematosus, and exfoliative dermatitis also 
responded well but somewhat more slowly, 
and, in general, they required a larger main- 
tenance dose. The most difficult to control 


was our patient with pemphigus foliaceus. 


The patient with alopecia universalis had on 
two occasions responded dramatically to 100 
mg. daily of hydrocortisone, with regrowth 
of hair, eyebrows, and facial hair in four 
weeks. The same degree of response was 
not apparent until the patient had been re- 


ceiving 40 mg. of prednisone per day for 


seven weeks. 


The patients were observed for and re- 
questioned at each subsequent visit about 
the occurrence of headaches, insomnia, weak- 
ness, epigastric pain, change in mental atti- 
tude, increase in appetite, and weight gain. 
Urine examinations were made at regular 
intervals, and none of the patients in this 
series developed albuminuria or glycosuria. 

In evaluating possible adverse reactions, 
some irrelevant questions were inserted in 
the routine examination in order to make 
the study as objective as possible. Twenty- 
four patients developed no discernible side- 
reactions of any type. Improved appetite 
was consistently noted in patients receiving 
prednisone. Two of the patients gained 
weight when on cortisone and hydrocorti- 
sone, and this weight gain persisted after 
prednisone therapy was instituted. In three 
additional patients there was a gain in weight 
after starting the prednisone regimen. This 
gain in weight, however, was probably due 
to increased appetite rather than to salt 
retention, because when these patients were 
placed on a low-caloric diet there was an 
appreciable loss of weight. 

It is our impression that moon facies de- 
veloped more rapidly and more frequently 
with prednisone than with cortisone and 
hydrocortisone. In our series, two patients 
exhibited this effect while receiving the 
original steroids with persistence of the sign 
when prednisone was substituted. Three 
additional patients first developed moon 
facies while on prednisone therapy. 

One patient complained of epigastric pain 
during the second week of prednisone ther- 
apy (25 mg. daily). The symptoms dis- 
appeared when the dose was reduced to 20 
mg. and maintained at this level for six 
weeks. Two patients complained of heart- 
burn. 

One patient had a delay in menses associ- 
ated with severe headaches during the second 
week of prednisone therapy (25 mg. daily). 
Therapy was discontinued for one week, 
with a prompt and severe exacerbation of 
the atopic dermatitis. When therapy was re- 
sumed, headaches did not develop, even 
after 20 weeks. One 22-year-old woman 
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Comparison of Side-Effects with Previous Steroid Therapy and with Prednisone Treatment of Dermatoses 








Mainte- 
nance 
Dose of 
Previous 
Case Steroid, 
No. Diagnosis Mg./Day 
1 Dermatitis herpetiformis................. 80 
2 Pemphigus foliaceus...................++5 240 
8 MeproderManes. 0k. ise Kies we ntee 60 
RG RRIR AID os ais Soe cae ea tice ees 80 
5 Dermatitis herpetiformis................. 100 
6 Exfoliative dermatitis.................... 50 
T° BGOpIG GerOIMtlGie esos haa 80 
BBCODE UTIIMIONs ca sass sche bass ceeeoss 120 
9 -Atople dermatitigs. i505. ieee cee 80 
10: Atople Germain. isi. o seis ies Gadcees 80 
11 Seborrheic dermatitis..................... ie 
12 Contact dermatitis. ...........6...0ec sees 80 
18 Seborrheic dermatitis..................... 60 
14 Seborrheic dermatitis..................+5- +. 
Baa ee Sear POL) Cran niin Mnmenene tee 160 
16 §=©Alopecia universalis...................... 100 
17 Angioneurotic edema..................... ee 
BO SROMAIIO 5 ic tke eines a Thi oe Sig ic wh eA 20's are 80 
19 Atopic: dermatitis... «00.00.06. cee cise ese 80 
20 Contact dermatitis....................... ig 
21 Pemphigus vulgaris.....................55 80 
22 Atopic dermatitis.......................4. 
23 Dermatitis herpetiformis................. 
24 Atopic dermatitis......................04- 
25 Dermatitis herpetiformis................. ea 
26 #$Lupus erythematosus (subacute)........ 80 
27. +=Angioneurotic edema..................... 
28. Atople: Germatleae. isis ic. aks. es 
29 Dermatitis herpetiformis................. 
30 Neurodermatitis ................ccceeeeees 
31 Peng Vy Re as Oe Pe eee rene romney er ere ee 3 
8. Atopic dermatitis... 2.260... ice enee 80 
83 «Contact dermatitis....................20 BA 
34 Dermatitis herpetiformis................. 80 
35 Dermatitis herpetiformis...........:..... 
% ©§©«6- Atopic dermatitis... .......0..000.05005 6050 
37 + Dermatitis herpetiformis................. GR 
88 Atopic dermatitis.....................0008 80 
89 Atopic dermatitis......................065 
40 Exfoliative dermatitis.................... 
41 AlOPOCIA ATONE. «66 occ. nies che cese cess 


Mainte- 
nance 
Dose of 
Pred- 
nisone, 

Side Effects Mg./Day Side Effects 
Moon facies, wt. gain 20 Moon facies, wt. gain 
Mental anxiety 50 Mental agitation 
Wt. gain, moon facies 15 Wt. gain 
None 25 None 
None 25 None 
Moon facies 25 Moon facies 
None 25 Delay in menses, severe 

headache 
Wt. gain 30 Wt. gain 
Wt. gain 20 Wt. gain 
None 25 Epigastric pain 
RSPR eye Pou 40 None 
None 20 None 
None 30 Moon facies 
Veen oUkee scree ee 40 None 
Anxiety, insomnia 40 None 
Wt. gain, moon facies 30 None 
RESON Peo) Pea ieee 40 Mild depression 
None 20 None 
Wt. gain 15 Wt. gain 
tere Lahtewab as 40 None 
None 30 None 
Liawiiesie ccc 40 None 
EcbN hes wenanrs 20 None 
Risaceetaareunas 20 None 
Rees hes ehebe 15 None 
Wt. gain 15 Moon facies 
PR EaREAS Cd nEOD 20 None 
Be ie fe Sees 10 None 
Pei uhecy ce aene ep 40 None 
aS I cra 40 None 
xineneds sold duce 20 None 
None 20 None 
BMERE Los cena ees 20 Mental depression 
Psychotic symptoms 30 None 
Vee Rkiesaeueee as 30 None 
Nika awe ecen eres 20 None 
Diiea ee headend 3x 30 None 
Wt. gain, moon facies 25 Acne 
Pees ewie veces 15 Weakness 
Hie Whee w ie a eleas 40 Heartburn 
buku i cena ee ie 20 Heartburn 





developed an acneform eruption for the first 
time during the fifth week of therapy, but 
it was controlled with local medication with- 
out discontinuing the prednisone treatment. 

Weakness occurred in the two youngest 
patients, who had incapacitating atopic der- 
matitis. Both responded dramatically to 
prednisone therapy within one week, at which 
time the 8-year-old girl stated that her legs 
felt weak and rubbery and the 12-year-old 
boy stated that he could not run fast any 
more. 

Two patients complained of vertigo, which 
disappeared after a short time with continued 
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therapy. Anxiety and depression were pres- 
ent in three patients to a mild degree. In 
one patient the prednisone treatment was 
discontinued, with prompt disappearance of 
the symptoms. In the second the symptoms 
disappeared when the dosage was reduced, 
and the patient is still on prednisone therapy. 
_In the third patient the symptoms persisted 
but improved when the maintenance dose 
was lowered. Seven patients complained of 
insomnia, and one 63-year-old woman de- 
veloped “hot flushes” during the first week 
of therapy. Profuse sweating of the palms 
‘and soles occurred in three patients. 
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PREDNISONE TREATMENT OF DERMATOSES 


SUMMARY 


In our small series of patients we were 
favorably impressed with the therapeutic 
efficacy of prednisone, which seems to be 
four to five times more potent than hydro- 
cortisone or cortisone. The initial therapeutic 
response in the chronic dermatoses appeared 
to be slower with prednisone than with the 
previously employed steroids. Maintenance 
doses ranged from 40 to 15 mg. per day. 

The side-effects encountered were mini- 
mal. There was no evidence of salt retention, 
hypertension, sodium depletion, peptic ulcers, 
or glycosuria. Moon facies, however, was 
not an uncommon side-effect and appeared 
to develop more rapidly and more frequently 
than with cortisone or hydrocortisone. Other 
side-effects included increased appetite with 
weight gain, gastric distress, menstrual dis- 
turbance, acne, hot flushes, increased sweat- 


ing, headache, vertigo, weakness, depression, 
and insomnia. Most disappeared with reduc- 
tion from initial to maintenance dosage. 
Other hormonal side-effects usually associ- 
ated with adrenal steroid therapy may occur. 
Determinations of the frequency of their 
appearance in relation to the additional po- 
tency of this compound will require pro- 
longed observations. 

Prednisone is a valuable and therapeuti- 
cally effective tool to be added to the arma- 
mentarium of the dermatologist. 


ADDENDUM 


Since this paper was written, we have 
placed additional patients on prednisone and 
prednisolone therapy. To date, we have 
treated a total of 212 patients having a 
variety of dermatoses with results. similar 
to those obtained in the first 41 patients. 
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Special Articles 





AMERICAN BOARD OF DERMATOLOGY 


N 1955 the written examination for candidates for certification by the American 
Board of Dermatology and Syphilology was developed along the same lines as in 
recent years. The Board fully realizes the existence of valid objections to the 
objective type of examination but believes there are far more reasons for using such 
an examination rather than the essay type. In pedagogic circles generally there is 
acceptance of the objective examination because of its greater accuracy in measure- 
ment, the greater degree of fairness (since in the essay examinations for large 
groups it is impossible to have all of them reviewed by a single examiner), and the 
greater ease of administration because of variations in language.ability, legibility, 
and the far greater speed of correction, with fewer errors. Perhaps most important, 
the objective type of examination can be made more effective for determining the 
range of knowledge and ability of candidates in the less able portion of the group 
examined. It is to be remembered that it is not a purpose of the Board examinations 
to rank the better candidates according to the order of their ability. The real concern 
is a determination whether a candidate is competent to practice dermatology. The 
percentage of failures continues about the same year after year. 

Several specialty boards have sought help in the development and the adminis- 
tration of the testing of candidates. A representative of a university educational 
testing‘ service has acted as a consultant to the Board and will do so again in 1956. 
After both the written and the oral examination the consultant has analyzed indi- 
vidual items and also the results in the various minor fields of dermatology. It is 
hoped that the fairness and effectiveness of the éxaminations can be improved 
yearly by this method. 

The subject of physiology was included for the first time in the written examina- 
tion of 1955. As might have been expected, the grades in this subject were generally 
lower than in the other subjects in which examinations have been given yearly. The 
examination in physiology will continue in 1956 with some shift of emphasis toward 
biochemistry. Also, there will be some questions on general medicine as there already 
have been in the oral examination. 

This year the Board required the return of every set of examination questions. 
It is difficult to know exactly what is the best procedure along this line. There is 
no objection on the part of the Board to having past questions known. The difficulty 
is that this is fair to the candidates only if the knowledge is equally available to all. 
As listed in our Booklet of Information, the general type of questions is available 
to all—“Questions from the Written Examinations,” published in 1954. 

This year for the first time an auxiliary written examination was given to a 
small group of candidates: those who did not receive quite a passing grade in the 
general written examination. The purpose of this auxiliary examination was to set 
apart within this group those who have no real likelihood of passing the oral exami- 
nation without further preparation. The auxiliary examination differed somewhat 
from the general examination in that the questions were less dependent upon knowl- 
edge of facts and required more evidence of comprehension and reasoning. More 
questions of this type are to be used in future written examinations. There will be 
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AMERICAN BOARD OF DERMATOLOGY 


fewer of the true-false type of question, principal dependence upon the multiple- 
choice type, and a few paragraphs of history or description leading to the setting 
forth of questions requiring thought and judgment. It is thought that the next 
examination will have fewer questions. In preparation for these examinations, 
questions are always obtained from dermatologists in various sections of the country 
in order to avoid any possible provincialism of interest or of concepts. 

On June 30, 1955, one hundred six candidates took the written examination, 
for certification by the Board, simultaneously in 20 cities. Seventy-four per cent 
passed ; seven per cent received a condition mark, and nineteen per cent failed the 
examination. The oral examination was held at the Walter Reed Army Medical 
Center in mid-October. Of the 85 candidates who were examined, 80% were 
successful ; 15% were required to repeat parts of the examinations, and 5% failed. 

The following candidates have fulfilled the requirements of the Board and were 
certified in October : 


Brown, Crawford S. ; Miller, Alfred B. 
Bishop, Charles S. Murray, Philip F. 
Burkhart, Edward F. Peppercorn, Bert L. 
Devine, Robert L. Quisenberry, W. W. 
Eller, William D. Robbins, Jack G. 
Finkler, Bronia Rogers, John D. 
Gillman, Louis Singer, Morton 
Klein, Lester Taylor, Edwin A. 


The following candidates passed the oral and written examinations: 


Allison, J. Richard, Jr. Kirk, Jacquelyn Marie 
Andrews, James Claire Knox, John M. 

Bahcall, Carol R. Kopf, Alfred W. 
Bembenista, John K. Krain, Raymond 
Bernhardt, Herbert J. Laubenheimer, Roger 
Bikle, Charles Augustus Lauerman, Edward Philip 
Blair, Robert W. Leeb, Alvin Jerome 
Bloom, Robert E. Malkinson, Frederick David 
Buncke, Constance Millette Mark, Joseph Peter 

Cave, Vernal G. Martel, Stuart H. 

Colburn, Harold L. McMullan, Francis Hunter 
Davis, Michael J. Myers, Cortland, III 
Downey, John J. Oseroff, Bernard J. 
Dornbush, Floyd J. Osment, Lamar Sutton 
Erickson, J. Gordon Rukavina, John George 
Feldaker, Mauri Schneidman, Harold M. 
Ferrara, Richard John Shapiro, Alfred Jay 
Gamsjager, Dorsey Carlyle Shaw, John M. 

Getz, Kaare Sheldon, Suel Andrews, III 
Haas, Charles F. Shintani, Juro 

Hall, William Kearney Skillern, Scott Dorsey 
Harlow, Elliott Lee Slominski, Victor J. 
Hicks, John Henderson Stone, Julius 

Hines, Henry Lloyd Stubbart, F. James 

Hoehn, Gustave H. Traub, Joseph R. 

Hunt, John Alexander Whitmore, Claire 

Kanzel, Julius S. Winkelmann, Richard Knisely 








Clinical Notes, New Instruments and Techniques 





DERMATITIS OF THE BREAST FROM “LEAD” PENCILS 
ASHER A. FRIEDMAN, M.D., Norfolk, Va. 


Recently I observed a bizarre case of dermatitis of the breast, which I am reporting in the 
interest of increasing the index of suspicion to any and all agents and also to show the importance 
of listening to patients. 

REPORT OF A CASE 

A 57-year-old, white male stock clerk at the local Naval Base was seen in October, 1954, for 
an eruption of the left breast region of five months’ duration and a mild transitory dermatitis of 
the hand. 

History revealed no unusual information, no prior skin diseases, and no allergic diseases. The 
’ patient did seem somewhat of a “nervous type.” 

On examination there was a large area involving the left breast region consisting of a con- 
fluent erythematous eruption with vesiculation, crusting, and lichenification in some areas. The 
hands showed scattered smali vesicles on a few fingers. A provisional diagnosis of eczema of the 
neurodermatitic type was made. Treatment consisted of compresses, a tar lotion, and some x-ray. 
In two weeks’ time improvement was excellent and the area well healed. Four weeks later, the 
patient was seen again with a similar picture in the right breast region, the left breast. area 
remaining clear. Again a diagnosis of eczema of neurogenic origin was made, treatment reinsti- 
tuted, and recovery prompt. However, about two weeks later a recurrence of the left breast 
area was again seen. I was preparing to give further similar ‘treatment when the patient volun- 
teered that he knew the cause of the trouble, namely his “lead” pencils, a possibility which had 
not occurred to me. Not wishing to overlook any possibility, I did patch testing with an ordinary 
No. 2 “lead” pencil. Patch tests were done with the lacquer finish, wood shavings, and the 
“lead.” To my surprise, in 24 hours itching of great severity was produced at one of the test sites, 
and in 48 hours a large bullous reaction (3+-) to the “lead” was observed. The manner in which 
the dermatitis of the breast was produced was as follows: The patient was a stock-clerk worker, 
and his work required that he remove and replace his pencil into his shirt pocket many times in 
the course of a day. Small amounts of the lead would penetrate through his shirt to the skin 
surface and because he was highly sensitive would cause a dermatitis. The mechanism is similar 
to that in match-box dermatitis.1 The rapid response to therapy was due to the fact that he trans- 
ferred the pencil to the other side when one side was involved. When his pencils were changed to 
one side or the other the breast area would clear on removal of the contactant. 

I have not been able to find any report on sensitivity to “lead.” Sensitivity to the wood and 
lacquers is well known, but, according to Schwartz, the “lead,” which is in fact graphite, cannot 
be regarded as a cutaneous risk.2 There is no lead in a “lead” pencil. The “lead” is graphite, 
which is a form of carbon found in the earth and is nontoxic except for an occasional case of 
pneumoconiosis. 

The patient has had a leather carrying case made for his pencils, which he wears strapped to 
his belt. He has had no further trouble with dermatitis of the breast since then and by being care- 
ful in handling the pencils no further trouble with his hands as well. 


319 Wainwright Building (10). 
REFERENCES 
1. Fox, G. H.: Match-Box Dermatitis, J. Cut. Dis. 36:530, 1918. 


2. Schwartz, L.; Tulipan, L., and Peck, S. M.: Occupational Diseases of the Skin, Ed. 2, 
Philadelphia, Lea & Febiger, 1947. 
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IMPROVED CLINICAL PHOTOGRAPHY 
ELMER R. GROSS, M.D., Wilmington, Del. 


Good photography is essential to any physician who is doing skin planing, not only to 
follow clinical improvement but also for medicolegal purposes. 

A three-in-one view particularly adapted for facial lesions can be effected by using two 
especially prepared mirrors at a fixed angle. These can be arranged so that two lateral and a 
frontal view are included in one photograph. 

The purpose in the development of this procedure is to afford to the physician a method by 
which clear and uniform pre- and post-treatment photographs could be obtained. 








Results may be standardized by the use of a fixed chair with head rest, mirrors, and a fixed 
camera position. If all other factors are kept constant, then consistently excellent clinical 
photography may be accomplished. 

Prints may be enlarged or reduced to, meet any desired requirement. 

601 Delaware Ave. (1) 


Submitted for publication June 20, 1955. 
This technique was developed with the aid of Photo Research, 242 S. 13th St., Philadelphia. 
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PIEDRA IN MOTHER AND DAUGHTER 
CAPT. KENNETH H. BURDICK (MC), U.S.A.F. 


Both a 38-year-old white woman and her only child, a 12-year-old daughter, simultaneously 
developed pruritus of the scalp accompanied by what they thought to be nits on the hair shafts. 
These adherent concretions made combing the hair difficult and imparted a rasping sound in the 
feel of the comb as it was passed through the hair. Showers of small, black particles fell from 
the scalp to the neck and shoulders. These particles caused pricking sensations and annoying 
itching. This condition was first manifested during a short trip from their home in western New 
York to Tennessee; it was felt by the patients that they had acquired head lice in some motel. On 
returning home, they consulted their local physician, who at first concurred in the opinion that the 
nodular concretions were the nits of pediculosis capitis; unsuccessful attempts were made to 
“delouse” the patients with pediculosides. This treatment having failed, they were given a 
selenium disulfide shampoo to use several times a week, and the mother spent hours each night 
picking the affected hairs from her own and her daughter’s head. After three months of this 
routine, it was evident that little progress was being made, and they were referred for dermato- 
logical care. 


While the initial history was being taken, the mother’s hysterical recital suggested that the 
disease was more psychiatric than organic. A close examination of the daughter’s head reinforced 
this opinion, for the only evidence of the conditions described were a few small black particles 
on the skin of the neck. By their appearance, these easily could have been small chips of black 
enamel from bobby pins. When this possibility was suggested, both patients flatly stated that no 
pins had been used in their hair for two months and that they felt the number of these particles 
varied directly with the activity of the disease. 


At first glance, the hair on the mother’s scalp appeared to,be normal. On the scalp itself, there 
were scattered small areas of cicatricial alopecia on the temples and occiput which were thought 
to be the residua of neurotic excoriations. Numerous 5 to 10 mm. oval superficial ulcers with 
heavy brown crusts were also present. The hair grew normally through these crusts. One such 
crust was removed, inoculated in Sabouraud’s medium, and part of it was microscopically 
examined after preparation with potassium hydroxide. Innumerable, coiled tangled hyphae were 
present. The small black particles from the daughter’s neck were also examined under the 
microscope, where they were seen to consist of a translucent crystaloid flat rectangle with sharp 
jagged ends. The patients were instructed to stop all treatment and removal of hair for a period 
of two weeks. When they were examined at the end of this time, there were attached to the scalp 
hairs of both the patients great numbers of hard, gray nodules. In size these varied from barely 
visible to slightly larger than the head of a pin. Several hair shafts showed dozens of these 
concretions. When pulled between the fingers, these hairs gave a rasp-like sensation. These 
concretions encircled the hairs firmly, but by virtue of uneven growth, many appeared to be 
eccentrically attached to the shaft. Increased numbers of the black particles described previously 
were found, and both patients bitterly complained of intensive pruritus. Potassium hydroxide 
examination of these nodules revealed that the concretions formed a collar around the 
unchanged hair shafts. These bodies were made up of masses of closely packed, thick-walled, 
ovoid bodies, many of which contained multiple spores. In the largest of these bodies, a few 
coiled hyphae were also seen. 


Several of these hairs were implanted on Sabouraud’s medium, and around each of the 
nodular bodies there developed, at a 16- to 20-day period, dark brown, dense, hard colonies with a 
heaped up, velvety, irregular surface. After two weeks of growth, the colonies became jet black. 


During the incubation period of the nodules on the hair shafts, the previously implanted media 
inoculated with crust from the superficial ulcers on the mother’s scalp also grew colonies which 
were identical in appearance and microscopically consistent with piedra. 





Submitted for publication Sept. 8, 1955. 
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CORRESPONDENCE 


Both patients were given a scalp lotion containing mercury bichloride for nightly use, and the 
mother was instructed to use an ointment containing salicylamide on the superficial ulcers 
present on the scalp. On this regimen, there was a gradual disappearance of the disease. 

Two particularly interesting features are present in these cases: first, the existance of the 
disease this far north and the mystery of the source of infection; secondly, the origin and sig- 
nificance of the black crystalloid particles which were definitely associated with the disease process 
and were present in direct proportion to its severity. 





Correspondence 





UNUSUAL SITE OF CONTACT DERMATITIS 


To the Editor: Eczematous contact-type dermatitis may be found in unusual locations under 
uncommon circumstances. The treatment depends on the success of the detective work which 
permits of elimination of the cause. Such a situation was seen in the case of a farmer who noticed 
an itchy, red, scaling patch of the left cheek. The border of the patch merged gradually into the 
normal skin; there was no central clearing. The history was finally elicited that the farmer rested 
that portion of his cheek against the posterior flank of his cows when adjusting the milking 
machine. The dermatitis cleared in a week with the use of a bland ointment and avoidance of this 
habit. The moral which can be drawn is that milking should not be done cheek to cheek. 


Hartan M. Levin, M.D. 
Delavan, Wis. 
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Scientific Exhibits 





PERCUTANEOUS AND ORAL ABSORPTION OF VITAMIN A 


ALBERT EDWARD SOBEL 
Brooklyn 


BACKGROUND 

Vitamin A absorption through the skin was investigated to provide an alternate 
method that avoids the dangers of vitamin A poisoning in the management of those 
dermatological disorders where massive oral doses of vitamin A are recommended 
(Gerber, A.; Raab, A., and Sobel, A. E.: Am. J. Med. 16:729, 1954). 

“A”-deficiency of the skin may be due to faulty transportation rather than 
generalized “A”-deficiency (Sobel, A. E.: Vitamins and Hormones 10:47-65, 
1952). High doses of vitamin A, particularly in aqueous dispersions, produce 
higher blood levels which provide better transportation to tissues, as shown in 
milk studies (Charts 1 and 2). Note that transfer to milk follows blood levels 
rather than the dosage. 

Diseases of the skin characterized by an increase in keratinization, a symptom 
of “A”-deficiency, where massive doses of vitamin A were employed, include acne 
vulgaris, follicular hyperkeratosis, senile keratosis, pityriasis rubra pilaris, Darier’s 
disease, ichthyosis, nummular eczema, seborrheic keratosis, keratosis blenorrhagica, 
xeroderma pigmentosum, hyperkeratotic lichen simplex chronicus, and dermatitis 
papillaris capillitii. 

An alternate method of management may be topically applied vitamin A in an 
appropriate medium to avoid the dangers of “A” poisoning. 


RESULTS 


Studies on “A”-deficient and normal rats show that the percutaneous absorption 
of vitamin A is about 1/5 to 1/10 as efficient as oral absorption. The normal skin 
is more efficient in the percutaneous absorption of vitamin A than the “A”-deficient 
skin (Chart 3). 

Histological studies show restoration of skin structure at the site of application 
and not at untreated sites (Chart 4). There is a time lag between the development 
of “A”-deficiency, as shown by severe xerophthalmia and body weight loss, and 
skin deficiency. 

The hypothesis is advanced that the restoration of the skin is induced by 
vitamin A as shown by tissue culture experiments (Weiss, P., and James R., 
Science 119:587, 1954). When the basal ‘cell has no vitamin A, the rest of the 


Department of Biochemistry, Jewish Hospital of Brooklyn. 


Shown as a scientific exhibit of the Section on Dermatology and Syphilology at the 104th 
Annual Meeting of the American Medical Association, Atlantic City, June 6-10, 1955. 


Histological Studies by Jerome P. Parnell, Department of Anatomy, State University of 
New York, College of Medicine at New York City. 
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A. M. A. ARCHIVES OF DERMATOLOGY 


derived cells are “A”-deficient. When the basal cell is exposed to vitamin A the 
derived cells produce normal skin. 

The nature of the medium affects the transfer of vitamin A across the skin 
(Charts 5 and 6). Transfer produced by aqueous dispersions and commercial 
preparations containing lard gave pathological skin changes, although there was 
good percutaneous absorption with aqueous dispersions (Chart 4, Fig. 9). 

Vitamin E, in combination with vitamin A, produces increased storage of 
vitamin A, when both are topically applied (Chart 7). The difference between corn 
oil and cottonseed oil as a transportation medium for “A” may be due to vitamin E 
in the corn oil (Chart 6). 

Histologically, the most benign medium for the percutaneous absorption of 
vitamin A among those tested was the wool fat petrolatum based, cod liver oil 
preparation (Desitin ointment). 
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THE NEW, NEWER, NEWEST 














The Archiv fiir Dermatologie und Syphilis, which was founded in 1869, has recently changed 
its name to the Archiv fiir klinische und experimentelle Dermatologie—another significant sign 
of the times. 





A critical survey of recent advances in the field of dermatology and syphilology will be 
available to specialists May 14-18, 1956, at the New York University-Bellevue Medical Center. 
The symposium will be under the direction of Dr. Marion B. Sulzberger. 





At the 52d Annual Congress on Medical Education and Licensure in Chicago, February, 1956, 
Dr. Donald Pillsbury led the discussion on Degree Programs and Investigations. 





Pilgarlics! We might just as well accept it with good grace; it is now official. According to 
Newsweek (Feb. 13) the Federal Trade Commission has concluded that there is “no cure known 
to medical science for 90% to 95% of baldness.” 


While browsing, I chanced upon an interesting little book, “Concerning Beards,” by 
Edwin Valentine Mitchell which reveals that: 


Beards, a mark of manhood and virility and a symbol of wisdom and philosophy, were 
said to lend dignity, and illustrious men rejoiced in the surname Bearded, as Socrates the 
Bearded Master. 





Beards, when insulted, sometimes were the cause of wars, and they played a part in the 
conduct of wars, for a good hold on a warrior’s beard rendered him helpless in hand-to-hand 
conflict. 





Beards were cut among some peoples as a part of certain ceremonial occasions—in others 
as a sign of servitude; they were shorn from condemned persons as an added disgrace, 
though in the case of illustrious persons, such as John Brown, the noose was adjusted 
beneath the beard—just as a courteous gesture. 





Beards, it seems, were pledged for security to raise money and at one time, in England 
and in Russia, they were taxed. 





Beards were prescribed for persons with delicate throats—“the beard in summer defends 
the face from the burning rays of the sun, and in winter from rimes”—shaving the beard 
was said to lead to toothache, yet little more than 100 years ago, 1830, a prominent citizen 
in Worcester, Mass., was “flung into jail” as a result of his refusal to shave. 





Among Egyptians, a neglected or disheveled beard was mark of mourning. 





The title barber is derived from the word beard, yet there are few barbers today who are 
skilled sufficiently to deal with beards. 





Medical men were for years so loyal in their attachment to the beard that it became a 
distinguishing badge of the profession—gave the appearance of age and wisdom—the doctor 
was shorn of his prestige when he gave up his beard—but it was more sanitary—and as 
one doctor put it—“We got tired of tying our beards up in little flannel bags every time 
we operated.” H.R. 
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Queries and Answers 





To Tue Eprror:—Over the years I have had a number of patients, usually Negro, who have 
thick white macerated areas between the toes. In some instances a fungus is present and in 
others search for organisms has been constantly negative. Efforts to clear or improve this 
by the use of talcum or the fungicidal powders, keeping the feet dry, paring down the excess 
tissue, the application of gentian violet, various ointments such as Whitfield and tar, have not 
been of much help. I would welcome advice in this matter. M.D., New Jersey. 


ANSWER.—This query was submitted to four consultants who answered as follows: 

1. The condition suggests soft corn, probably related to the anatomic structure of the toes, 
that is, short, stocky, webbed toes, plus maceration . . . suggest saturated solution of salicylic 
acid in 70% alcohol, applied sparingly once a day. 

2. Most ... are mycotic, whether fungi are demonstrated or not. Apply keratolytic agents. 

3. . . . usually indicates a fungus infection, but if it is limited to last interspace of one foot 
and it is painful, then most likely there is a soft corn: Suggest cautious use of acids as dichloracetic 
or salicylic in 30% to 40% concentration; podophyllin 25% in compound benzoin tincture, some- 
times destruction by some form of surgery. 

4. ... do occur in absence of fungus infection . . . predominantly in Negroes. No suggestions 
for therapy. 


To Tue Eprtor:—In describing ‘lichen sclerosus et atrophicus we often speak of “delling.” 
Exactly what is meant by “delling” and what is a “dell”? M.D., California. 


ANSWER.—This query was submitted to five consultants who answered as follows: 

1. A dell is a small valley—“The farmer in the dell.” In lichen sclerosus et atrophicus there 
is atrophy plus follicular hyperkeratosis. The puckering by the atrophy produces minute dells at 
the sites of the follicles which are defined by the remnants of keratin. 

2. ...a depression in center of lesion. 

3. ... a dimple or depression, as an inverted bell. ; 

4. In Hallopeau’s original description of lichen sclerosus et atrophicus as translated by Shelley 
and Crissey (Classics In Clinical Dermatology, Springfield, Ill., Charles C Thomas, Publisher, 
1953, p. 289), the following statements are made: “They show in their centers punctiform 
depressions”; “. . . similar depressions . . . are encircled by a slight epidermal projection” ; 
“. . . the same punctiform depressions”; “. . . the same depressions with epidermal collarettes,” 
etc., including two additional mentions of punctiform depressions. Perhaps when Hallopeau’s 
article was translated into German, these terms were represented by the German word delle, 
meaning dimple, depression, or umbilication. It is probable that our present expressions “dell” 
and “delling” were thus derived from the German word delle. 

5. A dell is a depression in a lesion, not necessarily a depression below the plane of the skin, 
and it is not to be confused with atrophy; in order to have a dell there must be an elevation—a 
papular lesion with sunken center. 


To Tue Epitor:—Does either atopic dermatitis or seborrheic dermatitis ever occur as a uni- 
later tion? ie 
al eruption M.D., Illinois. 


ANSWER.—This query was submitted to five consultants who answered as follows: 
1... . would be quite unusual. 

2. ... have never seen involvement of only one side. 

3. ... yes, though not characteristically. 
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4. ... yes, seborrheic dermatitis may be confined to one ear, a patch on scalp, etc.; atopic 
eczema may occur as a patch of lichen simplex chronicus. 

5. Yes—if the inquirer considers seborrheic eczema to indicate the retroauricular eruptions 
which frequently extend upward into the scalp or downward as the case may be. 

Dermatologists of considerable experience have never observed unilateral atopic eczema. 
Obermayer’s book on Psychocutaneous Medicine quotes the case of Braun-Falco, a child with 
diffuse neurodermatitis in whom poliomyelitis led to nearly complete paralysis of one arm. The 
cutaneous region corresponding to the damaged nervous system remained thereafter free from 
neurodermatitis, etc. Physicians should never use the words “ever” or “never.” 


To Tue Epiror:—Can a diagnosis of pityriasis rosea be made from the presence of a herald 
patch only? I have in mind the case of a woman with a lesion on the chest—a solitary oval 
reddish scaly lesion from which fungi could not be recovered despite several attempts to do 
so. A fixed drug eruption was ruled out. In the course of six weeks the lesion faded away; no 


others developed. M.D., New York 


ANSWER.—This query was submitted to five consultants who answered as follows: 


Two consultants said no; a third thought it possible but he had never made the diagnosis; 
the fourth said no, because pityriasis rosea is by definition a disease with disseminated lesions ; 
the fifth said that in the present state of our knowledge the answer must be no, but he felt never- 
theless that such a lesion may conceivably represent a forme fruste type of pityriasis rosea, for 
over the years he had observed about ten patients with such lesions, in two of whom disseminated 
lesions did occur. Three of the patients told of having had pityriasis rosea previously. 





Books 





Atopic Dermatitis. Edited by Rudolf L. Baer, M.D. Price, $2.50.-Pp. 112. J. B. Lippincott 
Company, 227-231 S. Sixth St., Philadelphia, 1955. 

A glance at the names of the six men who contributed to this slim monograph, another in 
the series of the Practitioners Pocket Books, assures an authoritative book, which this is. The 
authors—Baer, Sulzberger, Kierland, Rostenberg, Sternberg, and Newcomer—offer material 
that is thoroughly up to date, thought-provoking, and written in a pleasant conversational manner. 

It contains no original contributions; rather it crystallizes that which is known about the 
clinical course, stigmata, theories of pathogenesis, treatment, etc., and thus helps one to organize 
one’s thoughts on the subject. It is of interest that all of the authors favor the organic approach 
to the subject, with the psychogenic decidedly secondary—in fact, Dr. Sulzberger’s chapter 
includes a delightful “Semantic Ballad,” the last two lines of which read, 

“A lot more proof I shall have to see 
And a lot more cures by psychiatree.” 


The book should be read by all who practice dermatology and particularly by those who have 
occasion to lecture on the subject. 


La psoriasi. By L. Nardelli. Price,.3000 lire. Pp. 148. Ed. G. Abruzzini, Via Ferdinando di 
Savoia, n. 3, Roma, 1955. . 

This is a valuable monograph discussing history, world statistics, heredity, the Kobner 
phenomenon, pruritus, arthropathy, combinations of psoriasis with other diseases, differential 
diagnosis, pathology, biochemistry, etiology, prognosis, and therapy. Of interest is the remark 
that psoriasis has never been found on the nipples. Also of interest is the point that, at present, 
with the absence of gonorrhea, there is no reason to discuss differential diagnosis between psoriasis 
and gonorrheal keratoderma. The statement that psoriasis limited exclusively to the nails has 
never been seen, is questionable. Also questionable is the stated nonexistence of psoriasis of the 
mucous membranes in absence of cutaneous psoriasis. A chapter is devoted to true psoriatic 
leucoderma, which is considered by the author very rare. It must be, since this reviewer has 
never seen such a case. An interesting remark is that aggravation of psoriasis during pregnancy 
is a sign of some abnormality. Nardelli devised a lipidic epidermal test (still under study) con- 
sisting in the introduction into the skin, by massage, of animal fats and producing in such a way 
a patch of psoriasis. Nardelli considers the psoriatic unstable or psychologically abnormal, with 
an antinudist complex, hating any manifestation of life in which the skin is exposed. He warns 
of the dangers of the brutal declaration by the physician that psoriasis is incurable. A score of 
treatments are listed and discussed, including the author’s one of lysates of psoriatic scales. The 
choice is left, as usual, to the reader. Nardelli is very optimistic and believes psoriasis can, with 
perseverance, be cured in 90% of the cases. Induction by art of a psoriatic erythroderma by 
ultraviolet, chrysarobin, or in other ways, in the hope to obtain a cure after the erythroderma 
subsides, is discussed. A new therapeutic approach of this essay is the attempt to prevent psoriasis 
in the descendants of psoriatics, essentially by absolute abstinence from fats and by nudism as 
much as possible. 
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BRONX DERMATOLOGICAL SOCIETY 


Emanuel Muskatblit, M.D., President 


Henry Silver, M.D., Secretary 
April 21, 1955 


Microanatomy of the Skin as Studied in Whole Mounts. Presented by Dr. GEorcE W. 
Hamprick (by invitation). 
DISCUSSION 


Dr. Franz HERRMANN: The presentation by Dr. Hambrick has furnished renewed proof 
of the great value of his and Dr. H. Blank’s work for the understanding of the anatomy of the 
skin and its appendages. The study of whole mounts will certainly help to clarify many questions 
of topography as well as of function arising from the examination of ordinary histologic sections 
or of the skin in situ (through the “wide-field microscope”). 

As a result of the striking demonstration of the infundibulum at the follicular ostia we 
may now be more conscious of this structure than heretofore. Dr. S. Morrill, at the Department 
of Dermatology and Syphilology, Skin and Cancer Unit, New York University Post-Graduate 
Medical School, had called my attention to the infundibula in histologic sections in which their 
(diastase-resistant) contents are well demonstrable by means of the Hotchkiss-McManus stain. 

In subjects taking Atabrine by mouth, we demonstrated a bright and long-lasting fluorescence 

of these contents, visualized through the skin microscope in filtered ultraviolet radiation (J. 
Invest. Dermat. 15:445, 1950, and Acta dermat.-venereol. $2:304-316; 317-332, 1952). The 
fluorescent sebaceous and keratinous materials were easily removable by mechanical means or 
by wiping with ether. In some conformity with Dr. Hambrick’s observation of the larget 
dimensions of the lanugo hair infundibulum as compared with those of the body hair infundibulum, 
we invariably noted a stronger fluorescence at the root of the lanugo hairs. It was of interest to 
learn that the larger infundibula are scanty in the skin of the axillary vaults. This might explain 
the low level of ether-soluble material which we encountered on the skin of the axillary fossae 
(J. Invest. Dermat. 18:71, 1952; 19:227, 1952; 21:397, 1952). The infundibula undoubtedly 
represent an important part of the “receptacle” containing the ether-soluble substances which 
are collected for determination of the lipid level of the skin surface; another part of the con- 
tainer is the meshy stratum corneum. The filling capacity of this receptacle in a given subject 
was shown by us to be largely responsible for the individually rather constant “casual” level 
and replacement rate of ether-soluble substances of the skin surface (J. Invest. Dermat. 16:217, 
1951; 19:227, 1952; 21:397, 1952). 
As to the Hotchkiss-McManus-positive, diastase-resistant lining of the dermal portion of the 
sweat duct, regarded by Drs. Hambrick and Blank as the cuticle and observed also by other 
investigators (J. Invest. Dermat. 22:157, 1954 and A. M. A. Arcn. Dermat. 71:425, 1955), 
again Dr. S. Morrill during the last three years has called our attention to material with these 
staining properties, often present at the wall—and also inside the lumen of the ducts. This material, 
however, was not demonstrable with any degree of regularity in specimens from either normal 
or pathologically affected skin. It was present also in the ducts of apocrine glands, where it was 
even more conspicuous than in the eccrine ducts. Dr. Morrill has suggested that the material may 
consist of remnants of sweat and that such remnants may fill the lumen in the form of casts. 
It appears, nevertheless, more likely to me that the staining effect is at least in part produced by 
structural elements—perhaps upon modification by contact with the sweat. 

In connection with these findings, Dr. Hyman has referred to our observation of a selective 
affinity of the distal part of the sweat duct to biologically electropositive dyes and to our assump- 
tion of an electronegative charge of the lining of this part (J. Invest. Dermat. 14:91, 1950). 
We do not know the substrate which may be responsible for this phenomenon of vital staining. 
Some relation to the staining results presented_tonight might be indicated by the fact that we 
noted distinct vital staining of the distal portion of the ducts with acid violet which is akin to the 
dye employed in the Hotchkiss-McManus procedure. 
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Secondary Syphilis (Giant Lesion Covering Entire Chin Area). Presented by Dr. 
NaTHAN SOBEL. 


A 75-year-old man was admitted to the surgical service of a hospital on July 22, 1954, with 
complaints of a painful lesion on the chin of eight days’ duration, and general weakness. The 
admitting diagnosis was blastomycosis (?). 

When he was seen on admission, the entire chin area was covered with a large granulomatous 
lesion that was bluish red in color, elevated, indurated, moderately tender on pressure and some- 
what eroded in the center. An extensive roseolar eruption was also present on the chest and 
extremities and moist papules were seen on the scrotum. 

Laboratory work-up revealed the following: STS: Kolmer 4+; VDRL positive undiluted. 
Biopsy was reported as “compatible with secondary syphilis.” (No dark-field examination for 
Treponema pallidum was performed.) Cultures for fungi were reported negative. 

The lesion began to improve after institution of penicillin therapy. 


DISCUSSLON 
Dr. Paut Gross: I suggest that this may be a giant chancre. 


Mycosis Fungoides Associated with Prickle-Cell Epithelioma. Presented by Dr. JoHN 
Garp and (by invitation) Dr. Hans Frerp. 


A 67-year-old man has had lesions of mycosis fungoides for 31 years. He has received 
numerous x-ray treatments since 1945, and as a patient of Dr. Field received further roentgen 
therapy to various parts of the body from Jan. 20, 1950, to 1954. 

A tumor above the right knee was irradiated fractionally from April 27 through May 13, 
1953 (275 r), and again in July and August, 1953, (300 r). On Jan. 6, 1954, a fungating mass, 
1 in. in diameter, was still present. More x-ray therapy was given until a grand total of 1275 r 
unfiltered was administered. The mass receded temporarily but later reappeared, became larger, 
and began to ulcerate. On Nov. 16, 1954, the ulcerated surface measured 314 in. in diameter 
(8.75 cm.). A prickle-cell epithelioma was suspected, and’a specimen for biopsy was taken on 
Nov. 11, 1954. It was examined by Dr. Wilbert Sachs and reported as an anaplastic epithelioma 
developing from a prickle-cell epithelioma, The epitheliomatous mass was excised in November, 
1954, and the wound allowed to heal by granulation tissue. 

For the rest, the greater part of the trunk and extremities is covered with erythematous 
plaques, which in places are exudative and covered with crusting. Other areas are dry and of a 
psoriasiform appearance. Some lesions show a circinate and arciform arrangement. In between 
the lesions there are islands of depigmentation, with hyperpigmented mottling around them. On 
the right elbow, right infra-axillary areas, and lateral trunk there are fungating, oozing, and 
ulcerating tumor masses, varying in size from 1 to 2 in. (2.5 to 5 cm.) and on. the right cheek 
there is a quarter-sized oozing and ulcerating tumor mass. 


DISCUSSION 


Dr. Joun Garp: The association of mycosis fungoides with carcinoma in this case is prob- 
ably a coincidence. Similarly the association of mycosis fungoides with cancer of the colon 
reported by Dr. Skeer (Arch. Dermat. & Syph. 47:860 [June] 1943) and with squamous-cell 
carcinoma of the face in the patient of Drs. Hynes and Wintrup (Delaware M. J. 18:83-85 [April] 
1946) are also most likely coincidental. 

Important in our case, however, is the ulcerated tumor in the knee, which, according to Dr. 
Field, resembled clinically the ulcerated tumors on the body. However, because of the early 
recurrence after regression by x-rays, a biopsy was performed, which revealed anaplastic 
carcinoma developing from a’ prickle-cell epithelioma. While a certain modality, therefore, is 
effective in clearing up most of the lesions in mycosis fungoides, the possibility of a more 
malignant form of lymphoma in the isolated unresponsive lesions should be considered. Histo- 
logic sections of these lesions may possibly show changes interpreted as:reticulum-cell sarcoma, 
Hodgkin’s disease, lymphosarcoma, and, rarely, even an epitheliomatous growth. 

Dr. Max Jessner: If the histology showed not only pseudoepitheliomatous proliferation, 
as is so often seen in chronic ulcerations, but also a real prickle-cell epithelioma, it becomes 
an unanswerable question whether the sequence of events was epitheliomatous degeneration of an 
x-ray ulcer, 
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SOCIETY TRANSACTIONS 


Behcet’s Syndrome (Aphthosis). Presented by Dr. HELEN O. CurTH. 


A 35-year-old white woman has had recurrent oral ulcers since 1948, vulval ulcers since 
1951, and disturbances of vision since 1952. The patient has not been free of oral ulcers since 
1948. In 1950 she had arthritis of the wrists and ankles. In 1952 she had an episode of blurred 
vision with watering and inflammation of both eyes. 

The patient has two children, 13 and 11 years old, who occasionally have oral aphthous lesions. 

On physical examination there are to be seen several sharply circumscribed pea-sized or 
larger lesions on the inner surface of the lower lip, tongue, and buccal mucosa. These lesions 
are elevated, have a grayish base and a red surrounding halo. There are many scars on the lips 
and tongue. Some scarring is present on the vulva. Active ulcerations are noted on both the 
major and minor labia. The right eye shows evidence of an old iridocyclitis (posterior synechia). 
The vision of each eye is reduced to 20/40. 

Laboratory examination revealed Staphylococcus albus and ‘hemolytic enterococci in cultures 
from oral lesions, while hemolytic streptococci and S. albus were cultured from the vulvar 
ulcerations. Serologic tests for syphilis were negative. Blood counts and usual blood chemistry 
determinations showed normal values. Urinalyses were negative. 

Repeated transfusions of whole blood and local applications of pyridoxine ointment relieved 
lesions which were present, but did not prevent rapidly developing recurrent lesions at different 
sites. 


Aphthosis: Recurrent Oral and Genital Ulcerations; Involvement of Gastro- 
intestinal Tract. Presented by Dr. Heren O. Curtu. 


A 37-year-old Norwegian woman has had recurrent painful ulcers of the mouth since the age 
of 13 and of the vulva since the age of 26. In the past three years ulcerations have been almost 
constantly present. Genital ulcers or episodes of vaginal discharge have been recurrent since the 
age of 26. The patient also gives a history of repeated midepigastric pain and once had an 
attack of vomiting, severe nausea, and cramps in the epigastrium caused by a “duodenal ulcer,” 
verified by x-ray. The patient has been given relief consistently by transfusions of whole blood and 
plasma. 

On physical examination there are to be seen small and large, superficial and deep ulcerations 
on the tongue, lips, buccal mucosa, and gums. There are many scars on the buccal mucosa, 
tongue, and lips. The patient is a virgin, and no examination of vagina or cervix has been done. 
She has large scars on the anus and vulva and has had occasional bouts of profuse vaginal dis- 
charge and inflammation of the vulva. Deep ulcerations have been observed on all parts of the 
vulva. 

Laboratory examination revealed the following. A complete blood count, urinalysis, liver 
function studies, and blood chemistries were normal. The serologic tests for syphilis were 
negative. Spinal fluid proteins elevated—56 mg. per 100 cc. Normal electrophoretic pattern of 
serum proteins. L. E. cell preparations were negative. Cultures of the nose, throat, lingual ulcer, 
urine, and vaginal discharge grew no pathogenic bacteria. No virus was cultured from lingual 
ulcer on chick embryo. 

A biopsy of a lingual ulcer revealed a somewhat proliferated epithelial layer which was 
separated from the underlying stroma. In the subepithelial region there was a deposit of fibrin, 
and below this one noted cellular fibtous tissue which surrounded the proliferation of epithelial 
elements. The striated muscle fibers included in this specimen showed nothing remarkable. 
Diagnosis ; Subepithelial vesicle, scar, and epithelial inclusion. 

The patient received local cortisone and 94-fluorohydrocortisone and pyridoxine preparations ; 
also liver parenterally and blood transfusions. On several occasions temporary remission 
follows transfusions of whole blood and plasma which were soon followed by frequent oral and 
genital recurrences. 


é DISCUSSION ON TWO PRECEDING CASES 
Dr. ALEXANDER A. FisHER: I notice that Dr. Helen Curth has used a 5% “dental” ointment 
of pyridoxine hydrochloride (Merck & Co.) with some symptomatic relief in her cases. 
Through the courtesy of Merck & Co. I have had available for clinical trial pyridoxine 
hydrochloride ointment. About half of my cases have had good symptomatic relief with the use 
of this ointment in aphthous ulcers. It does not prevent recurrences, but frequently stops 
pain quickly and seems to shorten the course of the eruption. 
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Dr. Max Wotr: I have the opportunity to observe a woman with a severe form of 
recurrent canker sores of 10 years’ duration. She is now being treated with hydrocortisone orally, 
as suggested for stomatitis aphthosa by Dr. Sulzberger, and she has taken Cortef tablets (10 
mg. twice daily) for the last five months. She has improved considerably and is nearly symptom- 
free since the start of this medication. If, however, the dosage of hydrocortisone is reduced, a 
new outbreak of painful sores of the mouth is observed. 

Dr. A. J. Ornruss: Would Dr. Curth discuss the difference between periadenitis mucosae 
necroticans recurrens, and aphthosis? I was surprised to hear her mention that she thought they 
were the same disease. 

Dr. HELEN O. CurtH: One of the young women has recurrent vulval and oral lesions and 
possible involvement of the gastrointestinal tract ; the other has recurrent oral, ocular, and vulval 
lesions in addition to recurrent attacks of arthritis and today shows on her legs signs of vasculitis 
or atypical erythema nodosum, 

The unmarried girl at one time had a duodenal ulceration demonstrable by roentgen rays. 
I believe that this ulceration may have been part of the syndrome of aphthosis, although I am 
unable to prove this contention. However, this patient does not suffer from gastrointestinal 
hypermotility and does not complain of gastric hyperacidity. On the other hand, she has had 
widespread and recurrent lesions in the oral cavity, on larynx and vulva. In several instances of 
Behcet’s syndrome occurrence of gastric or duodenal ulcers have been described. She and many 
other patients suffering from this disease very often also complain of pain in the epigastrium. 
It is possible that some esophageal ulcers were present but that these ulcers were too superficial 
to be demonstrated radiologically. The electrocardiogram showed significant changes. 

Sutton’s periadenitis mucosa necrotica recurrens is identical with the oral manifestations of 
Behcet’s syndrome. In Sutton’s original description the histologic changes were seen around 
the glandular tissue; therefore the name. In early reports on the disease there were already 
some patients with associated recurrent genital lesions. 

Cortisone seems contraindicated in view of the fact that new lesions appear while patients 
are undergoing treatment with cortisone. I learned at the 17th International Congress of Ophthal- 
mology that several fatalities among patients with Behcet’s syndrome could be attributed to 
treatment with cortisone. 


Pyridoxine dental ointment relieves. some: patients suffering from Behcet’s syndrome but not 
others. It is not the specific remedy it seems to be in herpetic stomatitis. 


Kaposi’s Sarcoma—Remission Following Systemic Therapy. Presented by Dr. Marion 
B. SuLzBERGER and Dr. Victor H. WitTTEN. ‘ 


A 65-year-old white man, in 1939, first noted lesions on the feet which were diagnosed 
as Kaposi’s sarcoma by Dr. George M. MacKee. X-radiation was administered to the originally 
affected areas and to new areas as they appeared on the feet and legs. In addition soothing local 
preparations and Fowler’s solution by mouth were prescribed. In 1947 radiation therapy was 
given to the feet by a roentgenologist: In spite of large doses of x-ray and prolonged ingestion 
of arsenic, new lesions continued to appear. A great deal of edema of the affected extremities 
developed. In 1947 the patient received a course of antireticulocytotoxic serum, without benefit. 
Thirty stilbamidine injections followed by two.weeks-of oral diethylstilbestrol were administered 
in 1948, also without effect. 

Between December, 1949, and February, 1950, the patient received 14,000,000 units of penicillin 
by injection. In addition, Aureomycin by mouth and streptomycin (12 gm. in two weeks) by 
injection were administered by the family physician. This therapy was of no apparent benefit. 

The patient was hospitalized on May 1, 1950, at which time there was an extreme degree of 
hard, boardlike edema of both feet, ankles, and legs. The dorsa of the feet including the toes 
and heels presented dusky, brownish-red, somewhat verrucous lesions interspersed with irregu- 
larly shaped, lighter red growths. Many dark, round, oval, and bizarre shaped infiltrated lesions, 
approximately 1 cm. in diameter, were noted on both legs and lower thighs. An ulcer 
approximately 1 in. in diameter involved the right sole. The patient had much difficulty in 
walking and found it necessary to use a cane. Aqueous ACTH, 1450 mg., was given intra- 
muscularly over a three-week period, without noticeable improvement at the time of discharge 
on May 27, 1950. Six months later, however, the edema was slightly. less, and the lesions were 
flatter and darker. 
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Treatment thereafter consisted of the following : 

February, 1952—Acthar Gel, Total of 1000 mg. intramuscularly 
May, 1952—Cortisone, Total of 4000 mg. orally 

February, 1953—Acthar Gel, Total 100 to 200 mg. intramuscularly 
May, 1953—Plastic repair of right foot ulcer. 


Since September, 1953, only slight edema of the feet has been present and no new lesions have 
appeared. 

The patient now presents flattened reddish-brown lesions; there is hardly any edema and no 
sign of new lesions. He walks without benefit of a cane and is able to drive a car for the first 
time in years. - 

DISCUSSION 


Dr. Davip Btoom: In spite of the fact that improvement was noticed long after treatment 
with penicillin and steroids had been given, I am inclined to consider the possibility that. the 
treatment was responsibleefor the involution of the lesions. It would be advisable and important to 
treat further cases of Kaposi’s sarcoma in the same manner and observe the results. 

Dr. V. H. Witten: In presenting this case, we were careful to use the phrase “remission 
following systemic therapy” rather than to say that the remission was the result of the therapy. 
We are unable to state categorically that any one or combination of the various drugs which 
were given in addition to the penicillin (streptomycin, ACTH and cortisone) was the cause 
for the remission. This is particularly the case in view of the long interval following the adminis- 
tration of these drugs before definite improvement was obvious. 

The delayed response to several of these medications is in keeping with my own experience and 
that of others in the treatment of acrodermatitis chronica atrophicans with large doses of penicillin. 


Incontinentia pigmenti. 
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The same was true of the treatment of Kaposi’s sarcoma with large doses of penicillin as 
reported by Pierini and Grinspan. In these instances it was many weeks to months before 
objective improvement of lesions was noticeable. That the remission is the result of the various 
medications which were administered is also favored by the very marked improvement which is 
now noticeable. In addition, no new lesions have occurred, nor have there been any relapses over 
the past two to three years. 


Incontinentia Pigmenti. Presented by Dr. WILLIAM CuRTH. 


A 16-year-old Negro girl was first seen in 1940, at 2 years of age, with a peculiar pigmenta- 
tion of the skin. She was presented at that time as a case of incontinentia pigmenti before the 
Section of Dermatology and Syphilology of the New York Academy of Medicine by Drs. 
Hopkins and Machacek (Arch. Dermat. & Syph. 48:728 [April] 1941). 

The mother stated that the child was born with the condition, which, at the time of presenta- 
tion, consisted of a bizarre, gyrate, streaky pattern of pigmentation over chest, trunk, and 
extremities (Figure, p. 403). No other congenital anomalies were noticeable then. In the course of 
years the patient has received no treatment for the pigmentary anomaly. She has enjoyed fairly 
average good health, although she has had in the past incidental cutaneous and other organ 
diseases which were diagnosed as seborrheic dermatitis, infectious eczematoid dermatitis, bilateral 
staphylococcal keratitis, measles, lobar pneumonia, and hidradenitis suppurativa. 

The patient is presented at this time to show the degree of clearance, which is nearly complete, 
of the pigmentary lesions of incontinentia pigmenti, Counterbalancing this happy spontaneous 
effect, attention is drawn to the marked asymmetry of the face and malformed teeth that are 
now apparent as possible tardive expressions of associated congenital anomalies which previously 
existed in potential, only to show themselves now in maturity. 


DISCUSSION 


Dr. Davip Bioom: I am glad to see Dr. Curth’s demonstration of the fact that incontinentia 
pigmenti involves extensive areas of the skin in infancy and recedes later in life. 

Dr. WiILL1AmM CurtH::I agree’ with Dr. Bloom that this girl also presents signs of multiple 
congenital defects. 

It may be of interest to note that when she was first presented, in 1940, she was found to be 
the first American case observed in the Negro race. 


Psoriatic Erythroderma. Presented by Dr. Frances PAscHER and (by invitation) Dr. W. 
Woop. 
DISCUSSION 


Dr. Franz HERRMANN: Prolonged exposure of this patient to intense dry heat did not 
evoke any manifestation of sensible sweating, nor any indication of sweat retention or heat stag- 
nation, such as pruritus, erythema, fever, etc. This instance of complete anhidrosis clearly illus- 
trates how erroneous and misleading it would be to identify indiscriminately anhidrosis with 
sweat retention—even if there were evidence of glycogen depletion in the coils upon stimulation 
of sweating. There are many possibilities other than sweat retention which may account for the 
findings. Glandular secretion, for example, may occur, but the scaly masses on the skin surface 
might imbibe the sweat, so that the latter fails to form “sensible” droplets and evaporates as part of 
the insensible perspiration. Other possibilities incompatible with a designation of conditions of this 
kind as “sweat retention” pertains to glandular inactivity. Diminution of tubular glycogen after 
sweat stimulation does not necessarily prove a secretory response, although it can hardly be 
doubted that glandular activity is regularly associated with glycogen depletion. It is, however, just 
the assumption of glycolysis as an initial step in the chain of reactions furnishing the energy for 
glandular function which leads me to believe that glandular inactivity is possible even when 
glycogen does break down, since the chain of reactions may be interrupted by deficiency of a 
subsequent step, e. g., of hexose phosphorylation. In the patient presented tonight, the absence 
of any signs or symptoms of sweat retention may well be due to glandular inactivations in con- 
sequence of poral closure, in line with Shelley’s observation after massive experimental closure 
of the pore (J. Invest. Dermat. 22:267, 1954). In support of this explanation I should like to 
mention that Dr. S. Morrill (Department of Dermatology and Syphilology, Skin and Cancer 
Unit, University Hospital, New York) could not demonstrate any “thermogenic” diminution 
of glycogen in the sweat coils of the girl who was presented before this Society on Jan. 20, 1955, 
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with congenital ichthyosiform erythroderma and who had likewise been affected by extensive 
and persistent hyperkeratosis associated with poral obstruction. Should sweat production be 
absent in tonight’s patient, we may nevertheless expect sufficient dissipation of heat by evapora- 
tion, since precisely in these conditions Rothman and Felsher demonstrated an increase in trans- 
epidermal water loss (“insensible” perspiration) through increased liberation of water from the 
keratinizing epidermal cells (J. Invest. Dermat. 6:271, 1945). 


Lichen Planopilaris (Lichen Planus Bullosus?). Presented by Dr. Davin BLoom. 


A 39-year-old man was seen for the first time on March 25, 1955, with an eruption of two 
years’ duration. 

He presented on the anterior aspect of the scalp a palm-sized area of alopecia in which there 
were erythematous spots, atrophic areas, and groups of follicular spines around the area of 
alopecia. On the flexor surface of the forearms there were shiny, violaceous papules. A biopsy 
done from an erythematous spot in the area of alopecia was diagnosed as lichen planus bullosus. 
Routine laboratory examinations gave normal findings. 


DISCUSSION 


Dr. Victor H. Witten: Dr. Sulzberger and I recently have had in practice two patients 
presenting clinical lichen planus which eventuated in atrophy. Both patients were males and the 
involvement was of the head and neck. In one, the forehead, temporal areas, and postauricular 
zones were involved. The histopathologic picture here was not definite but very suggestive of 
lichen planus. The other patient’s involvement was along the ramus of the jaw; the diagnosis of 
lichen planus was verified histopathologically. 


Chronic Leg Ulcers. Presented by Dr. A. J. OrFuss and (by invitation) Dr. R. KEEN. 

Cicatricial Alopecia of the Scalp. Lichen Planopilaris, with Residual Pigmentation from Lichen Planus on 
the Glabrous Skin? Presented by Dr. JoHN Garp and (by invitation) Dr. SEymMour FRIED. 

Erythema Induratum. Psoriasis. Presented by Dr. Max WOLF. 


CHICAGO DERMATOLOGICAL SOCIETY 


Irene Neuhauser, M.D., President 


Samuel M. Bluefarb, M.D., Secretary 
May 18, 1955 


Case for Diagnosis: Lupus Erythematosus (?) Presented by Dr. Atpert H. SLEPYAN. 


DISCUSSION 


Dr. Henry MICHELSON, Minneapolis: The entire question of lymphocytic inflammation in 
lesions which are diagnosed as lupus erythematosus is a very difficult one. I do not think that one 
can take the component parts of a microscopic section and pick out a particular feature and make 
the diagnosis of lupus erythematosus from that. The diagnosis is made on the entire evaluation. 
I do not believe that one can talk of a lymphocytic type of lupus erythematosus. There may be 
certain localized lymphocytic infiltrations which give the morphologic characteristics of lupus 
erythematosus and still are not that disease, but I believe that most of the cases that are so diag- 
nosed are really examples of lupus erythematosus in which the infiltrate is particularly heavy. 


Scleroderma. Presented by Dr: F. J. Kenpricx. 
DISCUSSION 


Dr. Louts A. BrunstinG, Rochester, Minn.: This patient shows the classical featurés of 
acrosclerosis with involvement of the hands, face, and neck, particularly. There is the usual asso- 
ciation of Raynaud’s phenomenon. Some scaling of the tips of the fingers is present but no ulcera- 
tion; there is no difficulty in swallowing. Occasionally such a patient, who has a high vasomotor 
index, may be considered a candidate for sympathetic ganglionectomy, but on the whole the re- 
sults of such procedures are not satisfactory. Of the various vasodilating drugs, Artane has been 
disappointing. Results with Dibenzyline up to 100 mg. a day, are encouraging. Patients with 
acrosclerosis are affected adversely by emotional crises and particularly by exposure to cold. In 
most instances the disease runs its course in a period of about five years. In young persons, I 
frequently recommend a change to a warmer climate. 
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Dr. Leon GotpMaAN, Cincinnati: In the therapy of advanced scleroderma, we have given 
hydrocortisone, and are now giving prednisone (Meticorten) or prednisolone (Meticortelone), 
since these steroids may give some relief. Locally, we use massage, at present, with an ointment 
containing an ester of nicotinic acid, Trafuril. We do not know yet how effective this is. One 
other thing I want to mention is esophageal involvement. These patients with sclerodermal in- 
volvement of the esophagus must be watched carefully when they take barium, for we have had 
one patient die after a vigorous attempt to get some barium through an extensively involved 
esophagus (cardiac failure?, aspiration’). 

Dr. THEODORE CorNBLEET: Our experience with acrosclerosis has been that it is progressive 
until it reaches a certain stage and then it becomes quiescent, leaving atrophy. The prognosis is 
better than with diffuse scleroderma of the trunk. A patient who came to my attention recently 
died and an autopsy showed diffuse amyloidosis of many tissues and myeloma of the kidneys. The 
pathologist thought the skin was involved by scleroderma, buc in my opinion there was merely 
sclerous change of the skin as a response to the amyloid deposits deep in the skin. The blood 
vessels were patent and not obliterated as they should be in scleroderma. The changes in the 
kidneys interested me, because we saw large, swollen, white kidneys at autopsy in three patients 
of scleroderma who were treated with large doses of steroids. 


X-Ray Damage of the Face from Cosmetic X-Ray Epilation. Presented by Dr. Epwarp 
H. Fercuson and Sytvra F. Griem (by invitation). 
DISCUSSION 

Dr. THEODORE CoRNBLEET: I took care of this woman years ago. I recall she had two or 
three epitheliomas removed by surgery. She looks ‘much better today than when I saw her. 
Apparently the process burned itself out and some of the dermatitis subsided. Evidently a radio- 
dermatitis can be partly reversible. 

Dr. STEPHEN RotHMAN: I encouraged Drs. Ferguson and Griem to present this lady be- 
cause I believe our Society should call the attention of Government agencies to this malpractice 
which is still going on. > 

Dr. S. J. Zaxon: I should like to inquire whether it is better to treat these patients for the 
individual epitheliomas as they arise, or whether it is better to advise plastic surgery for the 
chronic radiodermatitis. 

Dr. JAMES HERBERT MITCHELL: By many it is not considered good form to treat epitheli- 
omas developing in roentgen-ray damaged skin, but over the years I have found it well worth 
while. I have several patients under observation that I have had for years. I am happy to say 
that I had nothing to do with the production of the sequelae. The individual lesions respond 
beautifully to properly applied roentgen-ray therapy. 

Dr. Donatp J. BirmincHam, Cincinnati (by invitation): Further proof of the ever-present 
difficulty in controlling the use of x-rays took place recently in the vicinity of Chicago. In this 
instance, at least two technical people who should have known better misused an x-ray diffraction 
anparatus for fluoroscoping fingers, and ended with x-ray injury. 

With further reference to this topic, the use of shoe-fitting fluoroscopes has caused considerable 
talk during the past few years. The Public Health Service has investigated the use of these 
machines and has yet to find a true x-ray burn from this type of fluoroscope. This does not ab- 
solve the usage of such machines, because in many states, faulty machines delivering excessive 
roentgens were found to exist. Though this is a potential problem, there has not been a truly 
validated case of x-ray injury from the fluoroscope shoe machine. 


Alopecia Cicatrisata (Pseudopelade). Presented by Dr. ArtHUR L. SHAPIRO. 
DISCUSSION 

Dr. IRENE NEUHAUSER: This patient had considerable scaling around the patch of alopecia. 
We should always keep in mind the possibility of a mycotic infection in patients with alopecia. 
We have a patient at the University of Illinois with an extensive permanent alopecia with scar- 
ring caused by Trichophyton rubrum. Very few fungi have been found in the hair, but the 
follicles are invaded and show extensive destruction which accounts for the permanent alopecia. 

Dr. FrepericK MALKINSON (by invitation): This man had several patches of alopecia, but 
the anterior 3 cm. or so of the large oblique area of hair loss at the left vertex showed depression 
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of the underlying bony structure. There is no history of trauma. I just rise to ask whether 
anyone has seen atrophy of the underlying structures in association with pseudopelade. 

Dr. Davin M. CoHEN: We have had the opportunity of observing a series of 12 cases of 
generalized T. rubrum infections of many years. In no instance did we observe involvement of 
the scalp. 

Dr. ArtuurR L. SHaprro: Culture on Sabouraud’s medium and direct microscopic examina- 
tion of hairs were made and proved to be negative for fungi. A biopsy was taken and the 
histological examination revealed absence of follicles and sebaceous glands, but arrectores pilorum 
muscles were present. 


Acute Myelogenous Leukemia with Ulcer on Jaw. Presented by Dr. S. J. ZAKoN and 
(by invitation) Dr. Curistine SuTTON. 


DISCUSSION 


Dr. SAMUEL BLUEFARB: There are two theories regarding the pathogenesis of leukemic 
ulcers: (1) whether they originate in the skin proper, or, (2) whether the leukemic cells 
are implanted in the skin from the blood stream. It is my impression that in myelogenous 
leukemia the cutaneous lesions originate from the blood streams as a result of blood vessel dam- 
age and are of the hemorrhagic type. The cutaneous lesions of lymphoid leukemia may have an 
autochthonous origin in the skin from cells of the reticuloendothelial system. 

Dr. THEODORE CoRNBLEET: In a patient I saw who died of myelogenous leukemia with 
skin involvement, there were no apparent changes in the blood to indicate the diagnosis until 
about three weeks before he died. Simultaneously nodes of infiltrate, furuncle-like lesions, and 
ulcers appeared on the skin showing specific changes. The literature at that time contained 
relatively few reports of myelogenous leukemia of the skin. The pattern of very late specific 
changes in blood and skin, as I recall, ran through the histories of several. 


Case for Diagnosis: Bullous Eruption on Legs. Presented by Dr. Francis E. SENEAR, 
Dr. STEPHEN RoTtHMAN, and (by invitation) Dr. FrepEricK D. MALKINSON. 


History.—This 72-year-old man was first seen in the Dermatology Clinic at Albert Merritt 
Billings Hospital on March 25, 1955, with the complaint of localized bullous eruption of the 
right lower leg of nine months’ duration. The disorder began with bilateral erythema and 
blisters over both lower legs following application of elastic bandages, but the eruption on the 
left leg rapidly subsided. Six weeks later the patient sought advice from a specialist and was 
given compresses and ointments locally, and subsequently cortisone by mouth. The recurrent 
bullae partially subsided with initial cortisone therapy, but after two and a half to three 
months, after lesions persisted with dosages to 150 mg. daily, this medication was stopped. The 
patient then consulted Dr. Senear, and, after biopsy of a fresh blister showed no acantholysis, 
compresses, hydrocortisone ointment, and antibiotic ointments were given locally without systemic 

administration of steroids. This therapy did not have any spectacular effect. 

Further history revealed that the area of skin change had tripled in size since onset, that 
new blisters without antecedent trauma appeared continuously, and that pruritus was moder- 
ate. There had never been any skin or mucous membrane lesions elsewhere. Except for occa- 
sional nitroglycerine, acetylsalicylic acid, and Alka-Seltzer, there was no history of drug intake; 
a three-month trial without any medication has produced no change in the skin condition. 
System review revealed that the patient had a questionable myocardial infarction 24 years pre- 
viously and now has frequent anginal episodes. : 

Examination.—There was a 10 by 15 cm. erythematous, sharply circumscribed area over the 
right lower leg, showing two intact moderately firm, 1 cm. bullae containing turbid fluid. There 
was slight scaling with some crusting over the sites. of previous blisters. No other lesions, scar- 
ring, or induration were noted. Examination also revealed a blood pressure of 180/110, slight 
cardiac enlargement, and a liver edge palpable two fingerbreaths below the right costal margin. 

Laboratory Findings—White blood cells 6,900, hemoglobin 15.1 gm. per 100 cc. Urinalysis 
negative. Kahn negative. Chest film showed tortuous and elongated ascending and descending 
thoracic aorta and bilateral apical pleural thickening; lungs were normal. Fungous preparations 
and cultures of the bullae were negative as was bacterial culture. Tzanck preparations on two 
occasions showed no acantholytic cells. 
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Biopsy: There are two large vesicles at the dermal-epidermal junction. The surrounding 
rete cells are quite normal. Intercellular bridges can easily be seen and are well formed. Many 
eosinophiles are present in the upper corium. 

Treatment to date with antibiotic ointments and bland preparations locally has been inef- 
fectual. 

DISCUSSION 

Dr. S. J. Zakon: This patient was in my care for three months before Dr. Senear saw him. 
The patient came to me with discrete bullae (clear bullae) on the lower extremity and there 
was no history of drug ingestion. I considered the lesions to be the primary complex of 
pemphigus. I have under my care now a patient who had one single bulla on the scalp for about 
a month and then developed a full-blown pemphigus with the primary lesions as described by 
Dr. Oppenheim. This patient was taking very small doses of cortisone, 50 or 75 mg. a day, 
and the eruption was controlled. When cortisone was stopped, the lesions reappeared as you 
saw them today, although they are now more purulent than when I saw the patient. 

Dr. Marcus Caro: I don’t like to make a final histopathologic diagnosis in bullous erup- 
tions, but in the section from this case the bullae were entirely subepidermal and there were a 
large number of eosinophiles present. On the basis of these features, I would say that this is 
probably a drug eruption. The patient had a coronary thrombosis, and probably somewhere 
along the line he was given some drug that was responsible for the drug eruption. 

Dr. Francis E. SENEAR: When I first saw this man he had one bulla. He gave a history 
of wearing an elastic stocking of stretch nylon and he developed an eruption on both extremities, 
apparently from the elastic material in the stretch nylon. The eruption subsided on both legs 
and then he developed bullous involvement of the left leg. Like Dr. Zakon, I thought that it 
might be a primary lesion of pemphigus, although I have never seen a primary lesion of pemphi- 
gus on the leg. In my experience, the scalp and the mouth have been the two most common sites. 

Dr. Caro has just stated that he would rule out pemphigus on the basis of the histopathology 
in the diagnosis of this case. As has already been brought out, we cannot obtain any history 
of ingestion of drugs, which is the most logical explanation for a fixed eruption of this type. 
With regard to the purulent character of the lesion today, this is the only time that I have seen 
a lesion showing this characteristic, as was true with Dr. Zakon, and I presume when the speci- 
men was cultured at the University of Chicago the lesion was an early one. This man’s 
daughter had never seen anything else in the lesion except clear fluid, which later became some- 
what milky, as was the case today. 

Dr. Pusey showed me cases in which several bullous lesions developed on the lower ex- 
tremity in the later years of life, and in one of his textbooks there is a photograph of a case of 
this type. Then several years ago I had an experience with the father-in-law of one of my col- 
leagues, who developed a bullous eruption on the legs in the same manner. The idea of pemphi- 
gus was entertained; both my colleagues and I felt that the man probably .would develop 
pemphigus. The lesions ceased appearing after some months and he has had no lesions since 
then. , 

I feel this may eventually belong in a group of cases of which I know of no description in 
the literature, but I have seen about six cases and all in elderly people, and all with the lesions 
on the lower extremity. 

Dr. H. H. Ropin, South Bend, Ind.: As a suggestion, this patient may be ingesting the 
dye erythrocin in some food or drink, which may be the cause of his presenting eruption. 

Dr. Vera H. Lear: This is also a suggestion for what it is worth. The patient’s daughter 
applied the dressing to his leg with rubber bands. This may be a factor. 

Dr. STEPHEN RotHMAN: I would like to ask Dr. Senear what the duration was in those 
cases? What is the prognosis? Does the disease go on indefinitely? 

Dr. FrepertcK D. MALKINSON (by invitation): Despite the clinical suggestion of a pri- 
mary complex of pemphigus, we do not feel justified, in the absence of acantholysis, in diagnos- 
ing this disorder. It seems unlikely that the skin changes are related to infection, since there 
has been essentially no response during long periods of topical use of antibiotics. Clinically drug 
eruption should be considered, but a three-month period during which no medicaments whatever 
were taken, again showed no change in this patient’s condition. In the last week there has been 
moderate improvement without new blister formation coincidentally with the use of fluorohydro- 
cortisone ointment combined with polymixin, neomycin, and bacitracin. 
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Hydro a Aestivale. Presented by Dr. Rosert E. Bioom (by invitation). 


History—This 11-year-old white female student was first seen at the University of Chicago 
Clinics in late September, 1954, when she complained of episodes of large pruritic vesicles ap- 
pearing over the past summer and localized to the face and arms. These vesicles were followed 
by crusting and finally scarring. Not every exposure to sun produced lesions, and lesions never 
appeared on the back and shoulders despite prolonged exposure of these areas. 

Past history revealed similar episodes three years previously lasting six to nine months, not 
related to sun exposure but presumably subsiding after the patient stopped eating raw onions. 

Examination.—At the first visit only depressed scars and depigmented macules were present 
on the nose, cheeks, and extensor surface of the forearms. Complete blood count was normal, 
and 24-hour urinary porphyrin excretion was within normal limits. 

The patient had no further symptoms during the winter of 1954-1955 but new crops of vesicles 
on a dusky red, edematous base appeared the first of April over the nose, cheeks, and dorsa of 
the fingers. One per cent hydrocortisone ungt. catised more rapid involution of lesions for a 
short time, but was subsequently ineffective. Fifteen per cent paraaminobenzoic acid cream did 
not prevent the appearance of new lesions. 

_ Laboratory Findings——Urine was negative for porphyrins on qualitative examination. Test- 
ing with double the erythema dose of carbon arc (C carbon) light with highest intensities be- 
tween 3200 and 4000 A. and mercury arc light with highest intensities in shorter wave lengths 
caused no reaction. Further studies on spectral sensitivity with filters and monochrometers in 
natural sunlight are contemplated. 

At present the patient shows no active lesions despite exposure to sunlight for 45 minutes 24 
hours previously. 

DISCUSSION 


Dr. Harotp SHELLOW: I was able to obtain an additional history that this child had had 

an eruption two years ago on the nose and cheeks in the winter. I noticed also that the areas 
of the cheeks did not seem to show as much atrophy as one might expect in hydroa aestivale. 
It may be splitting hairs, but it occurred to me that she may have a disorder not often men- 
tioned these days. This disorder, originally described by Unna as hydroa puerorum presents 
features similar to hydroa aestivale, but he felt, as did others, that hydroa puerorum could be 
distinguished from the other. In aestivale the eruption occurs in areas where the skin is ex- 
posed, whereas in puerorum the lesions may occur on any part of the body. In hydroa puerorum 
the lesions are superficial in character, are erythematovesicular, and coalesce to form bullae 
which undergo involution without sequelae. The season is not concerned, as it has been the 
case in this child, and spontaneous recovery usually occurs at puberty. Some aspects of this 
child’s eruption look not unlike a sweat-retention phenomencn, which is a point in favor of 
hydroa puerorum. I should like to suggest the use of quinacrine or chloroquine in control of the 
disorder. ; 
_ Dr. Henry Micnetson, Minneapolis: I was much interested in Dr. Shellow’s discussion 
of the causes of hydroa aestivale because I have dealt with this subject a good deal of late. You 
are probably aware that the disease is quite rare, but is discussed very glibly because of its 
presumably striking characteristics. For my part, I do not recognize this as an entity but con- 
sider the disease to be a light-sensitivity reaction, and it may have any number of variations 
from small vesicles up to large blisters. It is true that some cases diagnosed as hydroa aestivale 
have altered porphyrin metabolism, but in the majority the cause of the light-sensitivity cannot 
be ascertained. 

Dr. Louts A. BrunstinG, Rochester, Minn.: It is very difficult, and for the present it is 
futile to try to make a morphologic differentiation between puerorum and vacciniforme. What 
we want to do is to find the basic chemistry. The works of Hamburg have shown that in these 
patients there is excretion of a chemical substance which is highly irritating. Another thing 
to realize is that the season has something to do with it. Some of the patients who sojourn in 
the South in the winter do not get it, but get it when they arrive home in the spring months. 

Dr. THEODORE CorNBLEET: Patients who show unusual amounts or kinds of porphyrins at 
one time may not at another, or the amount can vary radically. The fact that a patient does 
not show evidence of porphyrinuria today does not prove lesions still present today were not due 
to porphyrins generated recently and now gone. 


409 











A. M. A. ARCHIVES OF DERMATOLOGY 


Dr. Louis Brunstinc: Hydroa aestivale has nothing to do with porphyria in the sense in 
which we understand the latter condition, as Michelson has so well brought out. Abnormal 
porphyrins have not been demonstrated in true hydroa. The mechanism of the hypersensitive 
reaction is not clearly understood. It is not entirely outside the realm of probability to consider 
that the people sensitive to some breakdown product of foods, particularly chlorophyll-contain- 
ing foods, as is the case in Southdown sensitivity in sheep, which has been reported in New 
Zealand by Clare. 


Dermatitis Medicamentosa with Erythema Multiforme Bullosum Lesions. Presented 
by Dr. James WEBSTER and Dr. StanLEy Hurr, and (by invitation) Dr. CaRLos DEL Busto. 


Dermatitis Medicamentosa with Erythema Multiforme Bullosum Lesions. Presented 
by Dr. Davip OmENs and (by invitation) Dr. HAaRoLD Omens and Dr. Cartos pet Busto. 


DISCUSSION 


Dr. Leon GoLpMAN, Cincinnati: I am grateful to the group at Cook County Hospital for 
showing us again some of the interesting types of drug eruptions with the picture of an erythema 
multiforme bullosum, which can be so severe with its mucous membrane component as to give 
a so-called Stevens-Johnson syndrome reaction. We have been interested in this group, and at 
Cincinnati Dr. M. Meister has done some investigative studies with 666 on these patients. In 
our experience, the drug reactions from antipyrine are now as common, especially in Negroes, 
as those from phenolphthalein used to be. One 666 tablet includes the antipyrine mixture, citric 
acid, and magnesium sulfate. In our city, they are still using a 666 mixture containing quinine, 
and not the antipyrine. Dr. Meister has been able, with properly controlled studies on the fixed 
and quiescent lesions, and not on normal skin, to produce an eczematous patch-test response to 
locally applied antipyrine. We have succeeded in doing that only once, although we try it on 
all our patients. : 

We have been interested also in the distribution pattern of fixed drug eruption, and so we 
irritated the skin in varying degrees with varying physical agents and then attempted to produce 
local lesions of a true fixed drug eruption in those areas. We were not successful. One resident is 
also interested in grafting skin, since some of the confusion of the results in skin grafting depends 
on the time relationship of the challenging dose to the time of the skin grafting. We have also 
tried to prevent a flare-up by giving intravenous ACTH prior to the challenging dose. Oral hydro- 
cortisone in “large” dosage did not completely prevent a flare-up. 

I would be interested to know whether anybody has heard of any relationship of Butazolidin 
to antipyrine sensitivity, because they are chemically the same. As yet, we have not had an oppor- 
tunity to try to produce a flare-up with Butazolidin. : 

Dr. Marcus Caro: Reactions from 666 can sometimes be much more serious than that 
seen in the patients presented today. In a talk on “Bullous Drug Eruptions” to the Academy 
I showed lantern slides of a case of Dr. Medd Henington’s. The patient drank a glassful of 
666 and developed a bullous eruption, followed by complete shedding of the skin and by death 
on the sixth day. 


Lupus Erythematosus Sine Lupo. Presented by Dr. JAMES WEBSTER and Dr. STANLEY 
Hurr, and (by invitation) Dr. LEonarp Horr. 


Systemic Lupus Erythematosus with Some Discoid Lesions. Presented by Dr. Davip 
Omens and (by invitation) Dr. Harotp Omens and Dr. Leonarp Hort. 


Systemic Lupus Erythematosus. Presented by Dr. SamMuEL BLUEFARB and (by invitation) 
Dr. Leonarp Hort. 


Systemic Lupus Erythematosus with Uremia. Presented by Dr. JAMES WEBSTER, DR. 
StanLey Hurr, and (by invitation) Dr. Carros Det Busrto. 


Discoid Lupus Erythematosus. Presented by Dr. Samuet M. Biuerars and (by invitation) 
Dr. Cartos Det Busto. 


DISCUSSION ON FIVE PRECEDING CASES 


Dr. Louis A. Brunstinc, Rochester, Minn.: In the consideration of patients with lupus 
erythematosus, it is important to decide whether the disease seems to be limited to the skin 
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alone or whether there are systemic repercussions. Patients may have the chronic discoid phase 
intermittently for a number of years, may have discoid lesions for a time and nothing more; or 
they may have a vague degree of ill health in association. which is intermittent; or they may 
occasionally develop a full-blown systemic lupus. All patients should be carefully checked for 
the presence of fever; leucopenia, elevated sedimentation rate, or disturbed renal function is 
not encouraging. The presence of a positive L. E. test in itself may or may not be significant. 
At the coming meeting of the Section on Dermatology of the A. M. A., my colleagues— 
Stickney, Pease, Reed—and I are presenting an appraisal of the significance of the finding of 
a positive L.E. test in patients who were examined in 1951 and 1952 at the Clinic, and who 
have been followed for a period of about-three years. Some 140 patients are included in this 
survey. About 40% of them are dead. The group can be divided roughly into three classes: 
(1) classical lupus erythematosus, in which all the textbook findings are present and the test is 
more or less confirmatory; (2) a group of patients with puzzling medical problems, such as 
pleural effusions, a renal disease, abdominal crises, and the like, in which the finding of a positive 
L.E. test is accepted as revealing the true nature of the picture; (3) a group of chronic rheuma- 
toid patients, older than the rest, who have had symptoms for many years and in whom the 
reaction is of a low degree. So far it has not been possible to correlate the intensity of the 
L.E. reaction with the severity of the systemic process, although this is generally the rule. 
Inasmuch as we now have a highly specific test for identifying systemic lupus erythematosus, 
we are uncovering many patients who probably have had the disease for years. Recently a 
woman of 69 died from systemic lupus erythematosus. In 1927 she had been under our care 
for discoid lupus erythematosus. In 1911 a lesion had been removed from the tip of the nose 
by surgery; it was classified as low-grade epithelioma. Recently it was possible to reevaluate 
this section from the nose and it was found to show the classic features of discoid lupus erythema- 
tosus with epitheliomatous hyperplasia. Apparently, then, this woman had lupus erythematosus 
all her adult life but it was held under control more or less until she was nearly 70 years of age. 


Dr. JERoME SickteEy: The hematologists at the Hektoen Institute have recently been inter- 
ested in the in vivo production of the L. E. phenomenon. Haserick has shown that L. E. cells 
begin to appear in 12 to 13 minutes in vitro. Chomet reported finding L. E. cells in peripheral 
blood smears from a preterminally ill lupus patient. If stasis or anoxia played a part in the 
latter instance, it seemed that it might be possible to produce the phenomenon in vivo by con- 
stricting a digit and thus producing the changes locally for the necessary time interval. 

A rubber band was applied to a digit for 20 minutes, and before it was released, peripheral 
smears were made from the digit. This was done in 23 cases that were clinically lupus as well 
as positive on the clot preparation. In 18 of these cases we were able to demonstrate L. E. 
cells on peripheral smears. In 50 control cases no L. E. cells were found. 

We have also been interested in the L. E. phenomenon in patients with rheumatoid arthritis. 
We have performed clot preparations on 27 cases of typical rheumatoid arthritis and in 9 cases 
have found L. E. cells. Further evaluation of this will be necessary. 


Dr. Henry MICHELSON, Minneapolis: If Dr. Brunsting had not stated that we should each 
of us add our new observations, I would not discuss some experiences that are not in relation 
-to the cases presented. In the case of the 41-year-old woman there was marked dysphagia, and 
this has been a rather common observation on our part in patients with severe lupus erythema- 
tosus. It is thought to be central in origin. 

A patient recently seen that had many of the characteristics of systemic lupus erythematosus 
but without any skin lesions and a negative L. E. test, after much study was found to have 
chronic mercury poisoning. 

Tuberculosis and lupus erythematosus have been associated in the minds of dermatologists 
for a great many years. We had a patient with a very severe systemic lupus who had a persistent 
and troublesome cough. We asked for consultations again and again with the internists, and 
they did not suggest tuberculosis. However, at postmortem examination there was an extensive 
pulmonary involvement. Pulmonary tuberculosis to the medical. resident is a good deal like 
syphilis to the dermatology resident. They know that it exists, but it has gradually vanished 
from their threshold of inquisitiveness. 


Pigmentation—Addison’s Disease. Presented by Dr. THEopoRE CorNBLEET and Dr. SIDNEY 
Barsky, and (by invitation) Dr. LEonarp Holt. 


History.—The patient is a 42-year-old white woman who had had some 10 admission to this 
hospital in the past few years. She enters this time with complaints of weakness, nausea, vomit- 
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ing, and weight loss. She has had a generalized increase in pigmentation over the last two to 
three years. Previous diagnosis has been Addison’s disease, and the patient has been taking 
DOCA on and off for the last three years. She has also noticed a thinning of the hair for the 
last six months. In addition to her Addison’s disease the patient has congestive heart failure on 
the basis of mitral stenosis. 

Examination —The skin, oral’ mucous membranes, and vaginal mucosa all show increased 
pigmentation. Their hair of the axilla is scanty. The liver is percussed some four fingers below 
the costal margin. 

Laboratory Findings—Hemogram is normal. The urine shows 1-2 red blood cells per high- 

power field and 2+ urobilinogen. Serology negative. 

Mantoux negative 1:10,000. Positive 1+ in 1:1000 dilution. 

Nonprotein nitrogen 44 mg. per 100 cc., glucose 105 mg. per 100 cc.; total protein 6.5 gm. 
per 100 cc. 

Basal metabolic rate —17%. Robinson-Kepler-Powers test indicative of Addison’s disease. 
Thorne test: 40% decrease in circulating eosinophiles. Sputum and gastric washings negative 
for tuberclé bacilli. Intravenous pyelogram normal. 


DISCUSSION 

Dr. S. W. BECKER Jr.: This patient presents typical Addisonian pigmentation—generalized 
pigmentation of the skin with darkening of the oral mucous membranes and creases of the 
palms. The recent work of Lerner has shed light on the mechanism of this type of pigmentation. 
He showed that hydrocortisone inhibits the melanocyte-stimulating hormone (MSH) of the 
pituitary. In Addison’s disease the hydrocortisone level decreases, releasing the MSH which 
then produces pigmentation. 

MSH does not effect the enzyme tyrosinase. Its action must be on the inhibitors of tyrosinase 
in the skin. 

Measurement of MSH may have a practical application in detecting diseases (metastatic 
malignancy, tuberculosis, exhaustion) which cause the adrenal glands to decrease the output of 
hydrocortisone. These conditions will be associated with an increased MSH level. 

Dr. THEODORE CoRNBLEET: Hydrocortisone, while acting as a brake on production of some 
of the agents of the pituitary, does not restrain the melanocyte-stimulating hormone. At any 
rate this steroid does not lighten the discoloration of Addison’s disease, though it ameliorates 
the affection otherwise. Several reports state that the new corticoid Aldosterone, or as it was 
first called, Electrocortone is able to remove this excess pigment. Reference to this appears in 
Science, April, 1955, p, 581. : 

Dr. S. W. BEcKER Jr.: In answer to Dr. Cornbleet’s question, a severe Negroid pigmenta- 
tion of the epidermis takes six weeks to disappear if no new pigment is formed. Patients with 
Addison’s disease have dermal as well as epidermal pigmentation. The dermal pigmentation 
takes at least eight months to fade. 

If hydrocortisone is used over a long period of time, the color of the skin will lighten. 


Neurodermatitis Treated with Thorazine. Presented by Dr. THEopoRE CorNBLEET and 
Dr. Stoney Barsky, and (by invitation) by Dr. Cartos Det Busto. 
: DISCUSSION 

Dr. STEPHEN RotHMAN: So far we have treated six patients suffering from most severe 
pruritus with Thorazine without any beneficial effect. Maybe very large doses are effective, but 
the toxic effects are rather dangerous. 

Dr. S. J. Zaxon: As a rule I do not use Thorazine in ambulatory patients. I think the 
reactions which have been published are too severe; hence, the patients should be hospitalized 
and carefully watched. However, I have used Serpasil, and while there have been no miraculous 
cures, I think Serpasil is a fairly good substitute for phenobarbital. 

Dr. THEODORE CoRNBLEET: We did not treat the eczema as such with Thorazine. This 
woman was in a rather agitated frame of mind, and we simply took care of that element in the 
case with Thorazine, leaving us free to care for the eczema without too much diversion. I see 
no indication for this drug in eczema otherwise. 


412 








UMI 








UMI 


SOCIETY TRANSACTIONS 


Case for Diagnosis: Lupus Erythematosus, Chronic Discoid, Erythema Perstans? Presented by Dr. Otro C. 
STEGMAIER. 
Lymphocytic Infiltration of the Skin (?). Presented by Dr. Hartan M. Levin (by invitation) and Dr. HERBERT 


RATTNER. 
Herpes Zoster with Lymphosarcoma. Presented by Dr. PaAuL K. WEICHSELBAUM. 
Congenital Atrichia. Presented by Dr. M. J. BRUNNER. : 


A Case of Psoriasis. Presented by Dr. Francis E. SENEAR and Dr. J. B. HAEBERLIN Jr. 

Dermatitis Herpetiformis in a Child. Presented by Dr. Otro C. STEGMAIER. 

Case for Diagnosis: Tuberculous Adenitis? Presented by Dr. JAMES WEBSTER and Dr. STANLEY Hurr, and 
(by invitation) Dr. Cartos Det Busto. : 

Insect Bites (Rat Mite?). Presented by Dr. SAMUEL M. BLUEFARB and (by invitation) Dr. LEONARD Holt. 

Lichen Striatus. Presented by Dr. DaAvim OMENS and (by invitation) Dr. Harotp OMENs and Dr. LEONARD 
Horr. 


+ 


NEW YORK ACADEMY OF MEDICINE, SECTION OF DERMATOLOGY AND SYPHILOLOGY 


Timothy J. Riordan, M.D., Chairman 


Wilbert Sachs, M.D., Secretary 
April 5, 1955 


Granulomatosis Disciformis Chronica et Progressiva (Miescher)? Presented by Dr. 
C. T. NELson, 


Patient: B. M., white man, aged 42. Previously presented at the Metropolitan Derma- 
tological Society, Oct. 21, 1954 (Society Transactions, A. M. A. ARcH. DERMAT. 
71:269-270 [Feb.] 1955). 


History : Approximately five years ago the patient noted the appearance of a slowly 
enlarging patch of violaceous-brown pigmentation on the left anterior tibial 
area. This gradually increased in size and became firm, smooth, and darker in 
color. There was no ulceration, and the eruption remained asymptomatic. About 
a year ago another similar patch began to appear on the left anterior tibial 
area just below the left knee. This also has slowly increased in size. The 
patient’s past history was noncontributory. He had no previous eruptions. 

Description : There are two firm, slightly elevated nontender brown plaques on the left 
anterior tibial area. The surfaces are slightly atrophic and nonscaly, with super- 
ficial telangiectasia. The borders are firm, well demarcated, and violaceous at 
the margins. The larger lesion measures 7 X 15 cm.; the smaller 2 x 3.5 cm. 

Laboratory 

Data: Hemograms showed white blood counts of 12,400 and 13,600 on two occasions 
but were otherwise normal. Urinalyses were normal; the erythrocyte sedimenta- 
tion rate 10 mm. (Westergren). Serologic tests for syphilis were normal. 

Biopsy : The epidermis has lost its rete and in the cutis there were areas of necro- 

: biosis. In some of these areas there were virtual abscesses resulting from 
accumulations of leucocytes. There was a definite peripheral granulomatous 
infiltration with many giant cells as well as numerous lymphocytes and plasma 
cells, Diagnosis: Necrobiotic granuloma (Granulomatosis disciformis?). 

Course: During the past six months there has been virtually no change in the lesions. 
The larger lesion has become flatter after the use of foam rubber pressure 
bandaging. Treatment has consisted of paintings of Thorium-X and the applica- 
tion of a bland emollient. Chloroquine, 250 mg. daily for 10 weeks, was given 
without effect. 


Granulomatosis Disciformis Chronica et Progressiva (Miescher). Presented by Dr. 
AntHony Domonkos. 

Patient : A. M., woman aged 33. 

History : Nine years ago patient was accidentally kicked on right leg. She developed 
a bruise which did not disappear. Later this lesion changed in appearance, 
becoming purplish, larger, and firmer to touch. She consulted a dermatologist, 
and a biopsy was performed, read as necrobiosis lipoidica. Studies showed no 
evidence of diabetes. Three to five years after the initial lesion a second lesion 
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appeared on the right leg, and seven years after the initial lesion another lesion 
appeared on the left leg. Neither of these is known to have been associated with 
trauma. All lesions are thought by the patient to have been growing, rapidly 
at first and then more slowly. They are asymptomatic. 
Description, On the anterior surface of the right leg, lower third, are two lesions, 8 x 5.5 
> cm. and 3.54 cm., purplish in color, and with evidence of healing in the 
center without atrophy. Infiltration is most marked at the borders. On the 
left leg below the patella are two similar lesions 3 cm. in diameter (oval) and 


2 cm. X 1.5 cm. 

Laboratory 

Data: A routine chest plate was negative. The serologic tests for syphilis were 
negative. A urinalysis was negative. 

Biopsy : Sections of skin from the anterior aspect of the right leg disclosed a some- 


what attenuated epidermis, In the midcutis there was a large area of sclerotic 
and necrobiotic collagen, which was surrounded by a chronic inflammatory 
reaction, a portion of which was granulomatous and contained giant cells. 
Numerous plasma cells were seen, as well as scattered elements which appeared 
to be polymorphonuclear. The lesion was a granuloma and best diagnosed as 
granulomatosis disciformis chronica et progressiva. 

Treatment : Aralen, 250 mg/day, with slight improvement in that the lesions appear to be 
lighter in color. 

DISCUSSION 


Dr. Eucene T. BERNSTEIN: In the Proceedings of the Royal Medical Society, 1950, Wells 
and Goldsmith described this condition as appearing only on the lower extremities. The 
dermatologists might well again be indicted for bringing into our discipline a new adjective and 
eponym-crowded designation for a cutaneous disease. In this case, it is justified because the 
nosology is not clear-cut and it was necessary, therefore, to resort to a descriptive label. The 
histologic picture is that of a granulomatous reaction around the blood vessels and in the sub- 
cutaneous tissues. We find giant cells, particularly epithelioid giant cells, both of the Langhans 
and of the foreign-body type. As the disease progresses, the clinical picture closely resembles 
necrobiosis lipoidica. In this disease picture, we actually don’t know whether we are dealing 
with an acid-fast condition (which has not been proved) or with a granuloma of metabolic 
origin. The precise nosology is still undetermined. I think Dr. Nelson should be congratulated 
for bringing in not only one, but two such wonderful cases. 

Dr. Wivsert Sacus: I think this is necrobiosis, and if it is not, I would like to know 
what the differences are. 

Dr. Geratp F. MacHaceK: Some years ago all these cases would have been considered as 
being necrobiosis lipoidica diabeticorum. Then it was discovered that a certain group neither 
had diabetes nor had any very evident part of the lipid substance. There is no doubt that we have 
seen a peculiar granulomatosis, the flat type, which we certainly did not think was necrobiosis 
lipoidica diabeticorum, also described under some other name which I have forgotten. So we 
tended to try to treat them differently. We knew, of course, that even in necrobiosis the control 
of the diabetes made no difference. Sometimes the necrobiosis appeared before evident clinical 
diabetes did. Some had some endocrine disturbance, so gradually this type of case was con- 
sidered to be of a different variety, some of them having evidence of syphilis, some of them 
having some evidence of tuberculosis. It is very difficult to see any vast difference, except that 
I think it was incorrect to call these disciformis types of granuloma necrobiosis lipoidica 
diabeticorum, which did not have the two adjectival attributes assigned by definition. So I suppose 
in that sense we have a right to have some kind of a cubbyhole in which to place these 
granulomas, since we don’t know by what they are caused. 

One could argue that there are differences in histology. That is too subtle because we have 
very early described necrobiosis lipoidica with sarcoid changes. Dr. Gross and I presented a case 
or two here maybe 20 years ago. Only in that sense have we a right to another category. It does 
make the semantics of dermatology a little more difficult. 

Dr. Paut Gross: The patient presented by Dr. Domonkos was seen first by me in the 
Clinic, and the diagnosis as presented was made on clinical grounds. In the absence of any 
lipid deposits and because of the appearance of the lesion, I did not feel that the diagnosis of 
necrobiosis lipoidica was justified. 
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The publications of Miescher, Arzt, Tappeiner, and other leave no doubt that granulomatosis 
disciformis chronica et progressiva is an entity. Several years ago I presented a patient with 
this diagnosis who showed extensive involvement of the neck and chest with large chronic and 
persistent lesions. Nothing is known about the etiology of the disease. 

Dr. Witsert Sacus: I should like to call attention to the fact there is no granuloma here. 

Dr. Eucene T. BERNsTEIN: Don’t you think the histology shows a granulomatous reaction 
around the walls of the blood vessels? The subcutaneous tissue reveals epithelioid cells and 
giant cells of both types. In my opinion, this bears greater resemblance to an acid-fast picture 
than to necrobiosis lipoidica, although there are some elements of the latter present. 

Dr. Wivzert Sacus: Reaction around the blood vessel does not mean granuloma, and 
epithelioid and giant cells do not mean granuloma. For true granuloma you must have new 
blood vessels, and one does not see them here. 

Dr. Mase G, SILveRBERG: To me this case is indistinguishable from necrobiosis lipoidica. 
If it is not that condition, I don’t think I could recognize the next case of that condition, it is 
so similar. ; 

Dr. ANtHony N. Domonkos: At the present time there are about 10 different papers in 
the literature in which a total of about 50 cases have been reported with this entity which was 
first reported by Miescher, I believe in 1946. We have seen a number of these cases that could 
be considered in this category. 

Dr. Cart T. NEtson: These cases were presented with the idea of stimulating a certain 
amount of discussion, and I think they have succeeded from that point of view. I believe that 
Dr. Bernstein and Dr. Machacek have described the histology quite accurately, and I certainly 
agree with Dr. Silverberg that, from the appearance, one would be justified in making the 
clinical diagnosis of necrobiosis lipoidica in these cases. Perhaps that is why Wells and Gold- 
smith and Miescher have differentiated these cases. Clinically they look very much like necro- 
biosis, but on histologic examination they do not seem quite to fit that diagnosis. I believe Dr. 
Hambrick was the one who made the remark that perhaps a wastebasket had become a paper. 
That may be a good summary of the situation. 


Sarcoidosis. Presented by Dr. J. Lowry MILLER. 


Patient : M. B., a white woman, aged 67. 

History : Patient has complained of six red lesions on her face for the past 10 months. 
These lesions have been asymptomatic. She has been treated at the Vanderbilt 
Clinic since 1951 for a slowly progressive rheumatoid arthritis which has 
involved the upper and lower extremities, and for a pruritus vulvae which has 
exacerbated from time to time. The treatment for arthritis has included gold 
sodium thiosulfate, vitamin Biz, crude liver injections, and salicylates. For the 
past several years, she has had a scaling pruritic eruption of the external ear 
canals and the hands. One culture taken from between the fingers showed 
Candida albicans, but numerous cultures taken from the groin have always been 
negative for this organism. Ten months ago patient developed six distinct and 
separate lesions on the face. She was admitted to Presbyterian Hospital on Nov. 
18, 1954, and remained to Dec. 3. 

Examination : There are six circular, disc-like lesions located on the chin, nose, and left 
temporal area. There is some central depression with elevated borders. The 
lesions are shiny in appearance and feel somewhat infiltrated. No telangiectasia 
or follicular plugging is noted. Some of the lesions are covered with a greasy 
scale. Painful subcutaneous nodules are present on the hands and elbows. - 

The sedimentation rate is 119. The blood count is normal except for 7% 
eosinophilia. The serum protein, A/G ratio, blood urea, nitrogen, phosphatase, 
phosphorus, and calcium are normal. Roentgenograms of the chest taken over the 
past years were interpreted as showing enlarged nodes along right pulmonary 
artery and not in lung fields indicating sarcoidosis. All changes seen on roent- 
genograms of the hand were considered due to severe rheumatoid arthritis, 
not sarcoidosis. A Kveim intradermal test was negative. A 1:1000 old 
tuberculin test was negative, 1: 100 was positive, and a repeat 1: 1000 was again 
negative. A biopsy examination of a specimen from the left temporal area 
showed sarcoidosis. 
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“These sections of skin from the face disclose an epidermis which is thinner 
than normal. Numerous hair follicles are present. In the subepidermal cutis, 
one sees aggregates of histiocytes and what appear to be occasional giant cells. 
These granulomas are in contact with the epidermis. At the periphery of the 
granulomas one notes an infiltration of mononuclear leukocytes.” 


“Severe degenerative changes, wrists and metacarpals, especially first and 
second bilaterally. Severe degeneration of left second and right first, second, 
and third metacarpal-phalangeal joints. Also, interphalangeal degenerative — 
changes. Diffuse severe osteoporosis.” 


DISCUSSION 


Dr. Eucene T. BERNSTEIN: I saw a case similar to this in Berlin in 1919, with five patches 
on the face. There are cases of sarcoidosis which. so closely resemble the discoid form of lupus 
erythematosus that the diagnosis cannot be established on clinical grounds but only on histo- 
logic examination. I recollect that Arndt said the only way to make a diagnosis is to make a 
biopsy and look for the characteristic, naked, epithelioid tubercles; if these are present, the 
diagnosis is sarcoidosis. 


Dr. Georce C. ANDREws: Since Dr. Bernstein is recollecting a case, I remember a case in 
a child 10 years of age, who had this type of sarcoidosis of the right cheek and whose mother, 
aged 37, had typical lupus erythmatosus in the same position on the right cheek, both being 
proved by pathological examination. 

Dr. J. Lowry Mitter: This was a rather unusual case. As near as possible I think the 
diagnosis has been established by the findings of the skin biopsy and the roentgenograms of the 
chest. I surmise the diagnosis is probably sarcoidosis. 


Lupus Vulgaris. Presented by Dr. Grratp F. MACHACEK. 


Patient : M. E., white woman, aged 42. ° 

Complaint : Quadrangular lesion over left cheek and linear lesion on left submental area 
of 37 years’ duration. 

History : At age 5 years the patient fell down a flight of stairs and got “black and blue 
marks” over the left cheek. During subsequent years the same area was fre- 
quently traumatized. Patient says that the involved area was continually hit 
by other children and finally broke open. 

At age of 10 years the lesion was the size of a 5-cent piece. 

At the age of 14 tréatment was begun, which consisted of applications of 
“salves and burning solutions.” In addition she received several light treatments 
(U. V? x-ray?) without any success. 

There was no previous exposure to tuberculosis. 

In May, 1954, the patient was seen for the first time at the Vanderbilt Clinic 
and the lesions were described as follows: “There is a palm-sized, somewhat 
elevated, well defined lesion with ‘tubercles’ over the border line. On the left 


,” 


submental area there is a linear scar with surrounding ‘tubercles’. 

Description : There is a flat, very slightly elevated, quadrangular atrophic lesion located 
over the left cheek having a length of 7 cm, and a width of 3 cm. 

A similar elongated lesion is seen over the left submental area. The center 
of this lesion is somewhat retracted because of scar formation. 

Laboratory 

Data: The serologic tests for syphilis were negative. The chest x-ray did not show 
any evidence of intrathoracic tuberculosis. An “old tuberculin” test in a con- 
centration of 1: 100,000 was negative. A urinalysis was normal. 

Biopsy : In these sections of skin from the “left cheek” one saw an edematous epi- 
dermis. Beneath the epidermis was basophilic cutis, which separated it from the 
underlying granuloma. The granuloma consisted of an infiltration of epitheliod 
cells which were surrounded by a zone of lymphocytic infiltration. There also 
appeared to be a very slight necrobiosis and a few multinucleated cellular 
elements. 
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Treatment : Nydrazid 300 mg. daily was given during May, June and July, 1954. Since 
the lesion subsided markedly the dosage of Nydrazid was reduced to 200 mg. a 
day and finally to 100 mg. a day. At present 100 mg. a day is being administered. 


DISCUSSION 


Dr. Eucene T. BERNSTEIN: I used to have very good results with vitamin Dz and more 
recently with Nydrazid. I have a patient whom I treated with large doses of vitamin De 
(Calciferol) for about 10 years, with very good results. She had lupus vulgaris involving one 
side of the face, including the orbital area and threatening to affect the eye itself. In the past 
year there was a relapse, and with Nydrazid the recurrent area subsided completely within two 
months, which was a dramatic result. It is now six months that she is free of symptoms. 

Dr. Maurice J. Costetto: After a person has tuberculous adenitis when there is involve- 
ment of the skin, the person develops scrofuloderma, but in a number of cases I have observed 
that the skin reaction is not scrofuloderma but lupus vulgaris at the site of the adenitis, extending 
and persisting for years, and this is one such case. 


Erythema Palmare Hereditarium. Presented by Dr. Lewis B. ROBINSON. 


Patient : Mrs. E. C., aged 37; daughter, aged 4% years. 
Complaint : Redness on palms of several years’ duration 


History : Mother has noticed redness of her palms for several years but-has no recol- 
lection of when this began. However, she is sure that for several years there 
has been no change in these palms. There are no subjective symptoms. She 
denies excessive perspiration of hands. She has psoriasis of both her elbows and 
in her scalp. She was told many years ago that she had rheumatoid arthritis on 
both hands and one knee. 

Daughter is 444 years of age. Mother states that she has always had pink 
palms, but that she has noticed lately that these are more pronouncedly reddened. 

Description: Mother and one daughter both have reddening on the thenar and hypothenar 
eminences, and over the distal palmar pad. These areas do not differ from the 
normally colored areas in texture, thickness, temperature, moisture, etc. Soles 
are normal in both cases. Mother has small patches of psoriasis over olecranon 
processes of both elbows, and some evidence of it in her scalp. Daughter has no 
evidence of psoriasis as yet. 


Ocular Pemphigus with Oral and Cutaneous Involvement. Presented by Dr. HELEN O. 
CurTH. 


Shrinkage of Mucous Membranes (Vulva and Oral Cavity). Presented by Dr. HEeLen 
O. CurrtH. 


Patient: B. McG., woman aged 59. 


Complaint : Lesions on vulva of 21 years’ duration. Lesions in oral cavity of 12 years’ 
duration. Loss of hair of several years’ duration. 


History : Patient had never been sick until 1934, when she started to experience a 
“terrible burning and itching sensation” over the vulval area. In 1938 her con- 
dition was described as follows: “There were firm, fibrous adhesions between 
the labia minora and labia majora in the anterior third bilaterally, and numerous 
adhesions completely burying the clitoris, which were of much finer texture.” 
The adhesions were dissected in 1938. However, the patient did not get any 
relief from the operation. The burning sensation and the leucorrhea continued. 

In 1939 a partial vulvectomy was performed. In 1943 the patient developed 
lesions located in the mouth. The anterior part of the scalp was covered by red 
lesions. a 

Description : Genitals: The vulva presents white atrophic tissue and superficial erosion. 
The urethra is buried and there is obliteration of the vagina. The anterior 
parts of the major labia adhere to each other. 
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Oral cavity: All teeth are extracted. The left and right buccal mucosa shows 
superficially eroded lesions with whitish lacy linings. The sides of the tongue 
show similar lesions. 

Skin : In the right axilla there is a linear atrophic lesion. 

Scalp: The anterior part of the scalp shows diffuse alopecia without scarring 
and with islands of long hair. 

Laboratory 

Data: The serologic tests for syphilis were negative. The hemoglobin was 15.7 
gm. per 100 cc. and the white blood cell count 7800 per cu. mm., with a normal 
differential. The blood pressure was 170/100 mm/Hg. Culture from mouth 
was negative for fungi. 

Sections of buccal mucosa revealed a thick epithelial layer which showed 
some evidence of keratinization. The stroma was infiltrated by mononuclear 
leucocytes. There was a small granulomatous infiltration, in which one noted a 
giant cell and numerous blood vessels. Most of the infiltrating cells were 
lymphocytic, the structure resembling a small lymph node. Scattered refractile 
foreign bodies were seen, the nature of which was undetermined. There was no 
evidence of neoplasia. 

A biopsy taken from the vaginal mucosa revealed atrophy and a fibrous 
stroma. 

Treatment : Pyridoxine ointment topically to oral cavity and genital area; vitamin E 
orally. 


DISCUSSION ON TWO PRECEDING CASES 


Dr.-Maurice J. Costetto: In patients who have ocular pemphigus, almost invariably one 
will find on the hard palate or at the junction of the hard palate and soft palate two roundish 
erosions which are fixed and persist throughout the illness. Later on, of course, they may extend. 
If you suspect that the ocular lesions are pemphigus, look into the mouth and you will find 
lesions which have persisted just as long as the eye lesions. This helps to clinch the diagnosis of 
ocular pemphigus. 

Dr. Maser G. SILVERBERG: Usually cases of pemphigus that involve the mouth are serious 
and more toxic than the skin cases, but I think in cases of ocular pemphigus, which often do 
involve the mouth also, the course is more benign. 

Dr. HELEN O. Curt: I am glad that Dr. Costello emphasized the persistent erosion of the 
oral lesions. I believe that this is a characteristic feature. The patient without the ocular mani- 
festation shows the same oral manifestations. Sometimes one sees in addition to these erosions 
blisters and lacy linings of the persistent erosions. 

With regard to the question about the benign character of the disorder one’ must realize 
that, whenever one eye is involved, the second eye will be involved within two years and the 
ocular manifestation usually ends with blindness in both eyes. Besides, there is one fatal case on 
record with death due to shrinkage of the esophagus (Lever). Another case was reported 
by Greither (Greither, A.: Chronische Aphthosis von Mundschleimhaut, Speiseréhre und 
Genitale mit stenosierender Atrophie und sekundarer Carcinombildung, Hautarzt, 2:547-548 
[Dec.] 1951). This patient developed a squamous cell cancer of the lower lip. In a personal 
communication Greither agreed that his patient was not suffering from aphthosis but rather from 
essential shrinkage of the mucous membranes. 

The two patients tonight have the same eruption on the scalp, or rather the same end-effect. 
One patient blames the appearance of the scalp on typhoid fever which she had 35 years ago. 
In the other one I could, by contacting her attending physician, verify the fact that she had some 
scalp lesions 10 years ago. Involvement of the scalp is rather common in patients suffering from 
this disease. Klauder (Arch. Dermat. & Syph. 37:687-688 [April] 1938) demonstrated the 
similarity between the scalp lesions of lupus erythematosus and those of ocular pemphigus. 
Both end with alopecia. In the two patients tonight this end-stage has been reached. 


Granuloma Annulare Disseminatum. Presented by Dr. FREDERICK REISS. 


History : H. A., 38, developed five years ago a nonpruritic eruption. Three years ago 
patient presented numerous lichenoid papules resembling lichen planus which 
affected elbows, dorsa of the feet, and the thighs. Histological examination 





SOCIETY TRANSACTIONS 


gave the following results: Scattered throughout the cutis, are areas ‘showing 
granular degeneration. There is moderate cellular infiltration containing epi- 
thelioid and multinucleated cells. The epidermis shows no significant change. 
Hemogram as well as x-ray examination of the chest and long bones was 
normal. The lumbosacral spine shows minimal hypertrophic arthritic changes. 
Treatment consisted of oral medication of Bistrimate, Rimifon, Diasone, and 
Atabrine tablets, none of which improved the lesions. Ethyl chloride spray, 
ACTH injection, and cortisone tablets, however, caused a temporary involution 
of some of the lesions. After the discontinuation of the medication, the size of the 
lesions extended. During her pregnancy, however, a large number of lesions 
disappeared. 
DISCUSSION 


Dr. CHARLES WotF: An unusual feature in this case was the rather intense itching on the 
coalescent gigantic patch on her back, which is unusual in granuloma annulare. I would also 
suggest therapy with which I have been successful in clearing up a case. Of course, we know 
that granuloma annulare spontaneously clears up at times, but this was a striking example where 
vitamin D and vitamin A and sodium salicylate combination was given in one capsule or tablet. 
It is made by the Walker Pharmaceutical concern. 

Dr. Eucene T. BERNSTEIN: This is a very interesting case. Dr. Traub and I observed a 
similar case of granuloma annulare disseminatum in a female patient, covering the entire body. 
The eruption, and particularly the itching, were both greatly ameliorated by psychotherapy. 
This disease seems to be of many causations and to vary in clinical appearance. Some of the 
patches come and go, and there is some evidence that there are psychogenic factors involved. 


Lichen Planus Hypertrophicus (Ankles). Lichen Planopilaris (Arms and Trunk). 
Presented by Dr. LEo ScCHWEICH. 


Patient : D. H., Negro boy, aged 13. 

Complaint : Eruption on arms, legs, and back of nine months’ duration. 

History : Patient first seen in late September, 1954, because of two relatively asympto- 
matic, hyperpigmented, lichenified piaques on both ankles. Subsequently, he 
developed several groups of pruritic papules on the forearms, with evidence 
of scratch marks and excoriation of the tops of the lesions. There had been no 
similar previous eruption, nor were any other pertinent historical data elicited. 

Description : The eruption on the legs consists of dollar-piece-sized, sharply defined, bluish 
discolored, slightly infiltrated pruritic plaques with a partially scaly, partially 
keratotic surface, located over both external malleoli. The eruption on the arms 
consists of several patches, 0.5 to 2 cm. in diameter, showing follicular, acumi- 
nate, semiglobular papules. A few aberrant lesions of similar appearance can be 
seen over both scapulae. The mucous membranes are not involved. 


Laboratory 
Data: The sections of a small piece of skin from the arm revealed an epidermis 
were essentially normal. 


Biopsy : The sections of a small piece of skin from the arm revealed an epidermis 
which was hyperpigmented as well as acanthotic. A limited area of epidermal 
edema was noted. There was basal layer fraying and hyperkeratosis. The kerato- 
hyaline layer was conspicuous if not exaggerated. A small subepidermal infiltra- 
tion of mononuclear leucocytes which contained numerous chromatophores was 
evident. Diagnosis: Lichen planus. 

Treatment : Therapy has consisted of intramuscular injections of crude liver and bismuth 
subsalicylate, 1 unit, weekly. The hypertrophic patches on both ankles were 
treated with crude coal tar applications and occlusive dressings. 


DISCUSSION 


Dr. Frank E. Cormia: I doubt very much whether conventional treatment for lichen 
planus would improve those tremendous —e lesions on the legs. I would suggest 
a destructive treatment such as dry ice. 
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Dr..Paut Gross: The triad of lichen planopilaris is not present in every case. Some 
patients only show the pseudopelade-like lesions of the scalp and lichen spinulosus on the trunk 
without typical lichen planus lesions. In this case involvement of the scalp is missing, lichen 
planopilaris is present, and typical lichen planus assumes a hypertrophic appearance. 

Dr. Leo ScHweicH: This patient represents a “forme fruste” of lichen planopilaris with 
lesions of lichen planus on both forearms, hypertrophic lesions over both ankles, follicular 
lesions on the trunk and both upper arms; scalp lesions are missing. The presence of all three 
types of lesions is not essential for the establishment of the diagnosis. The complete triad is 
seen in only about one-half of the cases. In an exhaustive review of 105 cases, Silver, Chargin, 
and Perry Sachs observed it in only 40% of their material (A. M. A. Arch. Dermat. & Syph. 
67:346 [April] 1953). As to therapy, we intend to subject the hypertrophic lesions to treatment 
with COs snow. 


Chronic Granuloma (Pyoderma Gangrenosum?). Presented by Dr. Paut Gross. 

Cutaneous Papillomatosis—Confluent and Reticulated. Presented by Dr. BEATRICE KESTEN. 

Lichen Sclerosus et Atrophicus. Presented by Dr. MEYER H. SLATKIN. 

Foreign-Body Granuloma. Presented by Dr. CHARLES F. Post. 

Acanthosis Nigricans (Juvenile Type) with Obesity. Presented by Dr. BEATRICE KESTEN. 

Aphthosis: Recurrent Oral and Genital Ulcerations; Involvement of Gastrointestinal Tract? Presented by 
Dr. HELEN O. CurRTH. 

Behcet’s Syndrome (Aphthosis). Presented by Dr. HELEN O. CuRTH. 

Systematized Linear Epidermal Nevus. Presented by Dr. HELEN O. CurTH. 

Ichthyosis Simplex. Presented by Dr. HELEN O. CurRTH. 

Idiopathic Multiple Telangiectasia. Presented by Dr. WmLiAM CuRTH. 

Poikilod te sitis. Presented by Dr. F. PxHrtip LOWENFISH. 

Lichen Sclerosus et Atrophicus. Presented by Dr. DABNEY MOON-ADAMS. 

Scleroderma. Presented by Dr. DABNEY MOON-ADAMS. 

Pemphigus Foliaceus. Presented by Dr. CHARLES F. Post. 

Pemphigus Vulgaris (Treated with Prednisone [Metacortandracin]). Presented by Dr. C. T. NELSON. 

Discoid Lupus Erythematosus. Presented by Dr. LEo SCHWEICH. 

Multiple Benign Cystic Epithelioma. Presented by Dr. LEo SCHWEIGH. 

Urticaria Pigmentosa. Presented by Dr. M. B. SLOANE. 
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Editorials 


T MAY seem strange to some of our 

readers that a journal which but recently 
dropped the name syphilology from its title 
should now devote an entire issue to the 
subject of syphilis. However, this month 
marks the fiftieth anniversary of the Wasser- 
mann test. The announcement of the test 
in 1906 by Wassermann, Neisser, and Bruck 
exerted such a profound effect upon mankind 
that the ArcHIvEs deemed it altogether fit- 


ting to devote a special commemoration 
number to the occasion. Among the con- 
tributors are men who have been in tie for- 
tunate position to observe at first hand the 
direct effects of the discovery. They were 
invited to comment upon them and to remi- 
nisce a bit. They have done so graciously 
and most interestingly, and the members of 
the Editorial Board are deeply grateful to 
them for their cooperation. 


SIGNIFICANCE OF THE WASSERMANN TEST TO MANKIND 


YPHILIS is an old disease. It was 

present in Europe long before Columbus, 
before the Greeks and the Romans.’ The 
ancient Chinese and Hindus were well ac- 
quainted with syphilis for at least 2000 years 
and even used mercury for its treatment. To 
further substantiate the age of syphilis in 
Asia, the great German tropical medicine 
man, Scheube,? tells us that syphilis has been 
well recognized in Japan since at least 800 
A. D. Moreover, Pre-Columbian osseous 
materials from North America® and from 
South America * have shown unquestionable 
evidence of syphilis dating back to at least 
1200 A. D. 


It is also true that we must alter our ideas 
in regard to the antiquity of man in both 
hemispheres, for recent determinations ° with 
C* reveal that man has been on our 
American continent even as long as 30,000 
years. And many determinations in many 
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parts of the Old World, notably in southwest 
Asia, reveal quite comparable data in dry 
soil. How much longer man has been on 
the earth we do not know too clearly, for 
these determinations are not so feasible above 
these figures. 


These preliminary remarks in regard to 
an old scourge of the human race are used 
to point out how much the medical profession 
and mankind in general are indebted to a 
group of medical scientists active in the 
latter part of the past century and over the 
first half of the present century. 


To no one man should all the credit be 
given. If it were not for what had been 
so meticulously carried out by such investi- 
gators as Metchnikoff and Roux,® and by 
Bordet and Gengou,’ i. e., the Pasteur. Insti- 
tute Group, there would have been no 
serologic reaction worked out by Wasser- 
mann, Neisser, and Bruck.® And, too, the 
discovery of the Treponema pallidum ° also 
played a role, stimulating all scientists to 
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greater efforts towards the perfections of 
simpler methods of diagnosis.’ 


Yet this in no wise lessens the inestimable 
debt of gratitude that the human race owes 
to these investigators and in particular to 
von Wassermann, as we celebrate the fiftieth 
anniversary of this epoch-making advance 
in medicine. 


The diagnosis of some acute syphilis had 
not been too difficult as far as the cutaneous 
and mucous membrane lesions were con- 
cerned. However, these cases were but a 
modicum of that vast load of subclinical 
syphilis that was present on all sides. Our 
clinics, our hospitals, our offices, and our 
mental institutions were bursting at the 
seams to handle unusual types of syphilis— 
many of which were not recognized as due 
to this disease. Hundreds of thousands of 
people were actively circulating in society, 
not aware of their true condition. 


The latent syphilitic was the man or 
woman of the hour. But how was his or 
her condition to be ascertained? They were 
apparently in the best of health and there 
was no way to ascertain otherwise. With 
a benign latency, such as Bruusgaard*' 
called to our attention, such a person might 
go on for years before he showed any demon- 
strable evidence of his serious condition. 
It is true that, if the wife had one miscar- 
riage after another, the family physician 
might have had his index of suspicion 
raised—but what could he do if repeated 
physical examinations were completely nor- 
mal on both parties to the marriage? The 
husband, it is true, had had an evanescent 
papule on the glans before marriage, but 
it had disappeared, leaving no mark, and 
he had completely forgotten about it. But 
knowledge of things in connection with 
syphilis were due for tremendous strides. 


As far back as 1878, Edwin Klebs ** had 
attempted to transfer syphilis to the higher 
apes. These animals developed what seemed 
to be primary takes and Klebs thought that 
he had grown a higher fungus. His micro- 
scopic studies were not conclusive, but he 
had led the way. 
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It remained for Metchnikoff and Roux * 
at the Pasteur Institute to show, through 
a study carried on over a period of three 
years, that the disease was definitely trans- 
ferable to apes. However, they did not suc- 
ceed in finding the cause. 

No doubt owing to the stimulation of this 
work, Schaudinn and Hoffmann’® began 
their investigations leading to the discovery 
of the T. pallidum. 

And, too, the spade work of Bordet and 
Gengou’ at the Pasteur Institute on the 
complement fixation reaction was the factor 
which enabled August von Wassermann, 
Albert Neisser, and Carl Bruck to apply 
this technique to the serologic diagnosis of 
syphilis. 

What great avenues of discovery in disease 
were opened up by this test—latent syphilis, 
that great bugaboo of mankind, central 
nervous system syphilis, cardiovascular syph- 
ilis, osseous syphilis, congenital syphilis, 
ocular syphilis! What a blessing it has been 
to the whole human race! 


And now we have been afforded the final 
answer, though a more complicated pro- 
cedure, in the Treponema immobilization 
test of Nelson and Mayer.** 


All honor to von Wassermann on the 
fiftieth anniversary of the Wassermann com- 
plement fixation test for syphilis. All honor 
to Albert Neisser and to Carl Bruck. 


Harotp N. Corr, M.D. 
Shaker Heights, Ohio 
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Half a Contury of Serodiagnosis of Syphilis 


Discovery and Development 
HUGO HECHT, M.D., Cleveland 
UOT UUE AUT 


INTRODUCTION 


When A. Wassermann, A. Neisser, and 
C. Bruck first published a paper entitled 
“Eine serodiagnostische Reaktion bei Syphi- 
lis” in the Deutsche medizinische Wochen- 
schrift (32:745-746 [May 10] 1906), a new 
branch of science was started. The first sen- 
tences gave no evidence of how important 
and abundant the consequences would be. 
They wrote: 


We should like to report in the following short 
communication on material from syphilitic men 
and apes. A. Wassermann and C. Bruck called 
attention a short time ago (Med. Klin., 1905, 
No. 55; Deutsche med. Wcehnschr. No. 12, 1906) 
to the fact that it is possible to prove in extracts 
from organs and body fluids the presence on the 
one hand of dissolved substances from micro- 
organisms, and on the other, of specific antibodies 
against these substances with the help of the com- 
plement fixation in albumin-precipitating sera, as 
observed by Bordet, Gengou, Moreschi, Neisser,* 
and Sachs. These authors used the method men- 
tioned in a group of infectious diseases (typhoid, 
cerebrospinal meningitis, tuberculosis) with suc- 
cess and one of us (A. Wassermann) therefore 
proposed to test this method also for the serodiag- 
nosis of syphilis. 


These are the first sentences of the first 
paper ever published about the W. N. B. 
syphilis test. 

The authors reported: 


1. An immune serum from apes prepared with 
syphilitic material from blood of syphilitic men or 
with extracts from primary syphilitic buboes and 





Submitted for publication Feb. 24, 1956. 
* Neisser, Max (1869-1938), bacteriologist, to 
be distinguished from Albert Neisser. 
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condylomata lata mixed with extracts from organs 
and bone marrow of hereditary syphilitic children 
and fetuses or with extracts from organs and bone 
marrow of infected apes seven to eight weeks after 
infection gave an inhibition of hemolysis. This is 
proof that. antibodies against specific syphilitic 
substances are present in the immune serum of the 
apes and that these syphilitic substances are present 
in the tested extracts. 


2. The immune serum from apes prepared with 
syphilitic material acts only on syphilitic material 
from men or apes, but not on material from non- 
syphilitic men or apes. 

3. Normal serum from apes does not act with 
material from syphilitic men or apes. 


The three authors end their short paper 
with the .remark that “it would be of the 
greatest diagnostic and therapeutic value if 
it would be possible to prove regularly the 
presence of syphilitic material or antibodies 
in the circulating blood of syphilitic patients.” 

These wishful and simultaneously pro- 
phetic words became true, far over the ex- 
pectations of the authors and contemporaries. 


THE ORIGIN OF THE W. N. B. TEST 


When I met Neisser at the Exposition of 
Hygiene in Dresden in the summer of 1911, 
for the second time in my life, I was, like 
him, very much interested in the fight against 
venereal diseases. I asked him what part he 
played in the discovery of the W. N. B. test. 
This is his story: 

When he went to Berlin in the winter of 
1905-1906, he paid a visit to his friend 
Wassermann at the Institut fir Infektions- 
krankheiten, as he always did, looking around 
for interesting news in all fields of medicine. 
Wassermann explained that the most interest- 
ing thing at that time was experiments with 
extracts of meningococci and the new com- 
plement fixation method used by Bordet and 










































Gengou for identification of cholera vibrios. 
Neisser was immediately interested and asked 
Wassermann to use this test for the diagnosis 
of syphilis. Wassermann answered that this 
problem could be solved if Neisser could give 
him an extract of spirochetes. Neisser re- 
sponded that this was impossible, but he 
could give him an organ with innumerable 
spirochetes—the liver of a syphilitic fetus. 
Wassermann called his assistant Bruck in to 
work out the technique of the test. Neisser 
would furnish the syphilitic liver and syphi- 
litic sera. Neisser’s assistant, Schucht, pre- 
pared the extracts according to Bruck’s 
specification, and Bruck performed the test 
published by Wassermann, Neisser, and 
Bruck. A second paper, “Additional Com- 
munications Regarding the Demonstration of 
Specific Luetic Substances by Complement 
Fixation,” (Wassermann, A.; Neisser, A.; 
Bruck, C., and Schucht, A.: Zisch. Hyg. & 
Infektionskr., 1906, p. 451), was published 
shortly afterwards by the same authors with 
the addition of Schucht’s name. 

This description was years later confirmed 
by Bruck on the occasion of a visit of mine 
to Altona, in 1930, where Bruck lived at that 
time. Bruck complained, in a public contro- 
versy in 1921 (Berl. klin. Wehnschr. Oct., 
1921, p. 1194), that Wassermann took the 
whole credit for the syphilis test in spite of 
the fact that the technique was worked out 
by Bruck. 

Wassermann stated much later that he got 
the idea for the test not from Neisser but 
from a lawyer, Friedrich Althoff (1839- 
1908), Ministerial Director of the Prussian 
Ministry of Public Instruction, the same man 
who helped Paul Ehrlich to establish his re- 
search institutions in Frankfurt. 

This was in contradiction to Wassermann’s 
description in his obituary of Neisser, which 
is quoted from the narration of Dr. J. 
Schaffer in “Albert Neisser—Lebenswerk, 
Personlichkeit: Erinnerungen aus seinem 
Lebon” (Berlin and Wien, Urban & Schwar- 
zenberg, 1917)+: 

Dr. Hermann Pinkus, Monroe, Mich., furnished 
me with a copy of this paper of Dr. Schiaffer’s and 


some private letters of Neisser to the father of 
Dr. Pinkus. 





SYPHILIS—HALF CENTURY OF SERODIAGNOSIS 


The part Neisser played in the discovery of the 
serological diagnosis, the Wassermann test, was 
told by Wassermann himself in his splendid obituary 
of Neisser; it was Neisser who suggested the 
discovery. Coming back from Batavia to Berlin, 
he expressed his dissatisfaction that there was no 
progress with the serologic work in regard to 
syphilis; it must be possible to find out something. 
Over a glass of wine this problem was taken up 
once more, and there came to Wassermann the 
idea of using his complement deviation method also 
for syphilis. The mutual work in which Bruck 
(assistant to Wassermann, later with Neisser) 
also participated led to the blessed discovery. 

As it is so often with discoveries, also in 
this field there were at least two men with 
the same idea. Only two weeks after Wasser- 
mann, Neisser, and Bruck published their 
preliminary { report, Detre came out with 
his paper (Wien. klin. Wehnschr. 19:619 
[May 24] 1906), “about the detection of 
Specific Syphilitic Antibodies and Their 
Antigens in Syphilitics.” Detre also used the 
Bordet-Gengou complement fixation tech- 
nique. He prepared the antigens from the 
liver and pancreas of a child with congenital 
syphilis, from condylomata lata, and from 
secretions from the tonsils of a syphilitic. In 
all these organs were numerous spirochetes. 
Red blood cells from horses were used and 
an amboceptor against these; fresh rabbit 
serum served as complement. Six syphilitic 
and four normal persons were tested. Two 
of the syphilitics showed complement fixa- 
tion. The other eight sera were negative. 

Detre promised further investigations and 
detailed publication, but refrained from these 
in the face of the success of the W. N. B. 
test. 


THEORIES 
Wassermann, Neisser, and Bruck per- 


formed their first experiments on apes by 
the subcutaneous and intravenous method, by 





tI take the opportunity here to call the attention 
of the medical world to the fact that the great 
American medical journals do not accept pre- 
liminary reports for publication. This seems to be 
wrong and a narrow-minded viewpoint. Wasser- 
mann, Neisser, and Bruck could not have published 
their preliminary report in time to assure their 
priority if the German papers had had the same 
restriction, and all the glory would have gone to 
Detre! 
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injecting extracts, prepared with saline, from 
livers of syphilitic fetuses. They thought that 
the use of apes was important to prevent 
precipitation, due to human albumin in ani- 
mals distant from humans, which could have 
interfered with a specific syphilis reaction. 

In a second series they used serum of 
syphilitic patients and spinal fluid from pa- 
tients with tabes dorsalis and dementia para- 
lytica to prove that these showed complement 
deviation, but not fluids from normal per- 
sons. They concluded that the fluids of the 
former contained specific antibodies against 
the extract from a syphilitic liver. 

Wassermann, Neisser, and Bruck con- 
cluded, therefore, that they had really pre- 
pared a syphilis antigen and had proved the 
presence of specific antibodies in the serum 
and spinal fluid of syphilitics. 

As in every great discovery, here also were 
heard very early voices of critics who doubted 
the specificity of the new test (Kraus and 
Volk). Their opposition seemed to be 
strengthened by the observations of Levaditi 
and Marie, Weygand, Meier, Weil and 
Braun, Landsteiner, Michaelis, Fleischmann 
and others, who prepared extracts from nor- 
mal organs of humans and animals and who 
had the same results as with syphilitic ex- 
tracts. Normal sera gave negative results. 
There was however, one important differ- 
ence ; the syphilitic antigen could be extracted 
with water from syphilitic organs only. But 
with the use of alcohol normal organs also 
gave a useful antigen. 

The original theory of a specific syphilis 
antigen and specific syphilis antibodies had 
to be discarded, and other explanations had 
to be sought. But, because the extracts from 
normal organs reacted only (with certain ex- 
ceptions) with syphilis sera, Bruck called the 
test “specific for syphilis” (spezifisch fur die 
Krankheit” ). 

It was very soon clear that alcoholic ex- 
tracts from syphilitic and normal organs re- 
acted also as syphilitic antigens (Wasserman ; 
Porges and Meier; Landsteiner, Miller and 
P6tzl). Levaditi and Yamanouchi proved 
that the “antibodies” in spinal fluids of gen- 
eral paretics also are soluble in alcohol. It 
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was therefore concluded that the reacting 
substances are not proteins but lipoids. The 
research now moved in the direction of try- 
ing to prove that the W. N. B. test was a 
physical-chemical and not an immunological 
reaction. But one group adhered to the anti- 
gen-antibody theory and tried to adapt their 
hypothesis to the new discoveries, especially 
to the autoantibodies (Weil and Braun), 
antibodies against the body’s own proteins, 
somewhat altered because of syphilis. 


Many experiments were conducted by 
many authors to show that the specific anti- 
bodies are produced by substances derived 
from spirochetes ( Nakano, Citron and Munk, 
Porcelli and Titone, Daniels and Polak, F. 
Blumenthal, Finkelstein, F. M. Meyer). Still, 
these investigations could not gain universal 
recognition. 

Another theory, that the reagins are auto- 
antibodies against substances derived from 
organs seemed to gain more ground (Guth, 
Munk, Nakano, Breinl, Kolmer and Cassel- 
mann, DiCristina and Cipolla, Eiken, Hel- 
lens, Isabolinski, Leven). Many of these 
experiments were performed with rabbits and 
are therefore doubtful for the explanation of 
a specific antibody-antigen reaction because 
many normal rabbits have complement-fixat- 
ing sera. But, some facts point against the 
autoantibody theory: after a general anes- 
thesia with ether or chloroform many sera 
gain complement-fixating properties without 
syphilis. Sera from cadavers show the same 
phenomenon. Partial destruction of brain 
tissue by experiments (Bittorf and Schidor- 
sky) or by trauma (Klausner) makes the 
sera temporarily positive. All this motivated 
Bruck to promote another theory: The com- 
plement fixation of syphilitic sera is caused 
by cooperation of two related (or identical) 
substances: the one is an albumin (globu- 
lin?) lipoid compound circulating in the 
blood and the other a similar compound 
extractable from the organs. It is there- 
fore more probable that the reaction is caused 
by washed-out products of disintegrated 
(broken-down) cells from diseased or dam- 
aged tissues (Prausnitz and M. Stern, H. 
Sachs). 














A combination of these theories was later 
proposed by Bruck: the complement fixation 
between syphilis extract and syphilitic serum 
is caused by the nonspecific autoantibody ef- 
fect on albumin-lipoids but also by a specific 
syphilis amboceptor plus syphilis antigen. 
But there is no connection between the num- 
ber of spirochetes in the extracts of syphi- 
litic liver and the efficiency of these extracts 
(Schlimpert). Moreover, in spite of the 
abundance of spirochetes in syphilitic livers 
and in the lungs, the alcoholic extracts pre- 
pared from these organs are not very effec- 
tive. Therefore, the theory of Weil and Braun 
seems to offer more probability for the ex- 
planation of the nature of the complement- 
fixation test in syphilis. 


THE NATURE OF THE W. N., B. REACTION 


Two different theories have been promoted 
to explain the phenomenon of complement 
fixation. One offered the explanation that 
fermentative processes were the cause of the 
complement fixation. Manwaring assumed 
that acids, coferments, and stimulators of 
ferments are present in serum and liver 
extracts in various amounts in normal and 
syphilitic livers. These substances increase 
the action of a proteolytic ferment in the 
guinea pig serum which destroys the com- 
plement and causes the complement deviation 
in the positive tests. G. Kiss, E. Weil, and 
Rabinowitsch supported this theory through 
their experiments. But the great majority of 
the authors favored the theory that precipita- 
tion phenomena were the cause of the com- 
plement fixation; to name only a few: Gay 
assumed this as early as 1905, when he men- 
tioned the deviation of alexins due to specific 
precipitates. Moreschi in the same year came 
forward with the same theory. This was 
even before the W. N. B. test was published. 
For this test it was suspected by Levaditi 
and Yamanouchi (1907), Elias (1908), 
Porges (1908), L. Michaelis (1907), Jacobs- 
thal (1909). Bruck and Hidaka observed 
(1911) the occurrence of precipitations when 
syphilitic sera were mixed with antigen from 
syphilitic livers. Also Noguchi and Bronfen- 
brenner (1911) and Paul Schmidt (1912) 
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assumed precipitations as the cause of a com- 
plement fixation. I was able (1914 and 1915) 
to make the supposed precipitations visible 
by a special preparation of the alcoholic anti- 
gen which was used for the Wassermann re- 
action. This technique was the foundation for 
my flocculation test (Kugelflockung) which 
R. Miller used 11 years later for the Bal- 
lungstest by modifying the alcoholic beef 
heart extract with cholesterol. A combina- 
tion of both of these theories—the physical 
and the fermentative chemical—was proposed 
by Wassermann and Lange. They assumed 
that the colloids of the serum combine with 
the antigen colloids when mixed together. 
This mixture attracts the complement, which 
for its part decomposes the antigen through 
a fermentative process. Only the first (physi- 
cal) part of this event can be proved by the 
complement deviation. For the fermentative 
process there is no proof. 


WHERE ARE THE REAGINS FORMED? 


Wassermann and Lange suspected from 
experiments with lymphocytes from spinal 
fluids of taboparalytics and paralytics that 
the lymphocytes were the place of origin of 
the antibodies. According to Bergel, the 
content of lipase is of great importance in the 
production of antibodies—an opinion which 
is shared by Lorenz. But there is no speci- 
ficity with regard to syphilis. Spat repeated 
the experiments of Wassermann and Lange 
with lymphocytes of other origin (guinea 
pig, tuberculous meningitis) and found that 
through heating at 56 C autolytic material 





§ It will interest the reader to know that Miil- 
ler’s Ballungstest was regarded as the best of all 
flocculation tests performed at the Second Sero- 
logical Conference of the League of Nations at 
Montevideo in 1928. Miiller omitted my name. 
This was a repetition of a similar occurrence at 
the First Serological Conference of the League of 
Nations when Hecht’s Active Method performed 
by Mutermilch (Paris) in a slightly modified 
technique proved to be the best of all complement 
fixation tests. My name was not mentioned. The 
technique was described in a paper by Weinberg 
and Mutermilch under the title “Technique de I 
institut Pasteur par le procédé rapid Hecht, Leva- 
diti, Latapie’ (Rev. hyg. et méd. prévent. 49: 
(No. 2), 156-158, 1927). 
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appears which produces complement fixation. 
Bergel and later Gennerich assumed that the 
lymphocytes and the places of their origin, 
the lymph nodes, were the sources of anti- 
bodies. A confirmation of this theory can be 
seen in the observation of Hecht (1910) that 
the Wassermann reaction in cases of malig- 
nant syphilis with no enlargement of lymph 
nodes is negative. In cases of syphilis with 
long-lasting induration of lymph nodes the 
Wassermann reaction is very resistant in 
spite of treatment. It is more than probable 
that other sources of antibody formation also 
can be assumed in the body wherever patho- 
logical tissue reactions occur, not only in 
syphilis but also sometimes in nonsyphilitic 
processes such as tumors (Levaditi, Hecht). 
Our conception about the nature of the anti- 
bodies in syphilis was enhanced by experi- 
ments of Sachs, A. Klopstock, and A. I. 
Weil, who produced antibodies in rabbits by 
injections of tissue lipoids plus nonheated 
pig serum. 

These experiments were repeated by Schu- 
bert and me, using alcoholic extracts from 
human kidneys and from heart. These were 
injected, together with pig serum, in nine 
patients every second or every fourth day. 
All of these patients had negative Wasser- 
mann reactions before the treatment. Three 
to four weeks after the beginning of the treat- 
ment four showed positive results with the 
Hecht test and two of them also with the 
Meinicke test. 

A specific origin of the antibodies in syphi- 
litics is assumed by Eagle. Rabbits treated 
intravenously with killed spirochetes from 
testicular syphilis of rabbits showed positive 
complement fixation and flocculation tests for 
syphilis. 

This could be confirmed by Schipper and 
Chesney in recent experiments on rabbits. 
They found that the animals with more 
lesions have a higher titer of the serologic 
tests. This relationship between the number 
of lesions and the degree of positivity seems 
to be dependent upon the number of syphi- 
litic inflammatory lesions. This confirmed 
only the above-quoted theory of Levaditi in 
1909 and Hecht in 1910. It is also proved 
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that the reagins are produced by the syphi- 
litic lesions wherever they occur. This ex- 
plains also the often negative syphilis tests 
in monosymptomatic syphilis. 

The syphilitic serum has more than one 
type of antibodies: antibodies against the 
lipoids of the diseased tissues and antibodies 
against the spirochetal lipoids (Eagle and 
Hoban) (the latter group is composed of a 
thermolabile and thermostable component 
[D’Alessandro]), and, finally, the spiro- 
chete-immobilizing antibodies discovered by 
Nelson and Mayer, which are different from 
the three others. Only an antigen which re- 
acts with all the above-mentioned antibodies 
can be considered as ideal. It has not been 
found yet. 

ANTIGEN 


The original antigen, which was a water 
extraction of a syphilitic liver, was difficult 
to prepare and not very durable. In spite 
of Levaditi’s method of preserving this anti- 
gen by drying the powdered liver tissue in a 
vacuum and keeping it in sealed ampules to 
be dissolved in saline shortly before use, this 
first antigen was very soon replaced by alco- 
holic or acetone extracts of syphilitic livers. 
But the livers were very hard to get and not 
of equal quality. They were completely re- 
placed by extracts from normal organs. 

The same fate befell the extracts from cul- 
tures of spirochetes. After an early period of 
experimentation with water or alcoholic ex- 
tractions or suspensions in saline (Mihlens, 
Hoffmann, Noguchi, Craig and Nichols, 
Nagano, Kolmer, Williams and Laubaugh), 
the interest in these investigations was re- 
vived by the experiments of Hinklemann and 
later Gaehtgens (Pallida reaction). The lat- 
ter used spirochete suspensions in saline + 
0.3% phenol. Better than these were the 
alcoholic extractions of cultures of spirochetes 
(F. Klopstock). Comparative investigations 
of several authors (F. Blumenthal and Jaffe, 
Hecht, Kroo and Schultze, Gaehtgens, Na- 
varro and Martin, Hoeltzer and Ssuschkowa) 
gave interesting results insofar as the new 
antigen showed a different zone of reactions : 
some sera negative with the standard Wasser- 
mann reaction were positive with the spiro- 
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chete antigen, especially primary lesions, but, 
on the other hand, there were negative results 
with sera from syphilitics positive with the 
standard Wassermann reaction. 

These spirochete lipoids were replaced by 
alcoholic extractions from normal organs. 
They were prepared from fresh ground or 
from desiccated organs without addition of 
cholesterol (Michaelis, Thomsen, Boas, 
Hecht and others) or with cholesterol (Sachs, 
Witebsky, Steinfeld, R. Miller). As organs 
were used beef heart (Sachs, Miiller) or 
human heart (Thomsen). A further improve- 
ment of the lipoidic antigens was obtained by 
a previous extraction with ether and/or 
acetone (Noguchi, Kolmer, Erlandsen, Ney- 
mann and Gager ) and addition of cholesterol. 
As source of the extracts also horse hearts 
were used (Debains) or pig hearts (Scal- 
tritti). 

A further improvement was achieved by 
M. Pangborn. The antigen is prepared from 
fresh beef heart tissue by a complicated pro- 
cedure: precipitation by BaCly from methyl- 
alcohol extracts of tissue and successive puri- 
fication over barium and cadmium salts. 


Antigenic properties of various lipoids 
from powdered beef hearts were compared 
by Hecht. It showed that the most effective 
fraction of the lipoids is the petrol-ether- 
soluble one. The acetone-soluble fraction of 
the petrol-ether-soluble fraction is more sen- 
sitive than the acetone-insoluble fraction. 
These extracts were used without cholesterol 
and cardiolipin; their addition greatly im- 
proves the security and specificity. Very early 
attempts were made to analyze the extracts 
and prepare them synthetically from choles- 
terol and lecithin (eggs), soaps, and bile 
salts (Levaditi and Yamanouchi, Porges and 
Meier, Sachs and Altmann, Sachs and Ron- 
doni, Desmouliére, and others). All these 
attempts were very interesting but could not 
gain universal acceptance. 


FROM ORGAN EXTRACTS TO 
CHEMICAL COMPOUNDS 


The original water extracts from syphilitic 


livers were soon replaced by alcoholic extrac- 
tions. Marie and Levaditi were the first to 


recommend alcoholic extractions from nor- 
mal organs, especially from human hearts or 
guinea pig or beef hearts. Sachs introduced 
cholesterol to increase the sensitivity of the 
extracts. Ether extractions were sometimes 
used (F. Lesser), but very soon abandoned. 
Extracts from cultures of spirochetes were 
tried without much success (Noguchi, Kol- 
mer, Williams). The first practical composi- 
tion of chemicals as antigens was published 
by Desmouliére ; it contained 1 gm. of pure 
cholesterol, 10 cc. of a 0.5% alcoholic lecithin 
solution, and 3 cc. of a 3.7% sodium soap 
solution in 60% alcohol with the addition of 
absolute alcohol to obtain a total of 100 cc. 
This antigen could not gain universal accept- 
ance. 

Other artificial antigens were prepared: 
one by Sachs and Rondoni from sodium ole- 
ate, lecithin, oleic acid, distilled water, and 
alcohol. 

Sachs proposed still another combination, 
consisting of lecithin, sodium oleate, alco- 
hol, and cholesterol. 

All this led to the demand of many serolo- 
gists for the use of several antigens of differ- 
ent composition regularly in the performance 
of diagnostic tests. Each must be carefully 
evaluated on normal, and syphilitic serum 
and serum from other diseases to find the 
doses, “specific” for syphilis. All the modern 
flocculation tests use chemical compounds as 
can be seen in the accompanying Table. 


MODIFICATIONS 


The original technique of the W. N. B. 
test was quite complicated, requiring the fol- 
lowing substances : 


serum (or spinal fluid) 

antigen (derived from a syphilitic liver) 

complement (serum from guinea pigs) 

sheep cells (washed) 

hemolytic amboceptor (prepared by inject- 

ing sheep cells in rabbits) 

The results were far from satisfactory. 

Very soon experiments were started to im- 


prove the results by changing the technique, 
and the antigens were called extracts, be- 
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cause it was very soon clear that the water 
extraction from the syphilitic liver was not 
a true antigen. 

There was a discussion as to whether the 
heating of the sera as prescribed in the orig- 
inal technique was the best procedure, be- 
cause the heating did not only destroy the 
complement but changed the labile colloid- 
chemical structure of the serum to a certain 
stabilization. With this stabilization went 
also a diminution of reactivity; the use of 
nonheated sera gave more positive results 
than heated sera. Of course the use of non- 
heated sera raised the danger of nonspecific 
reactions. This could be avoided, as I demon- 


There are many variations. Some compensate 
the anticomplementary action of the antigen 
by additional amounts of amboceptor (Sachs 
and A. Klopstock) and complement (Man- 
teufel and Richter) ; others (Otto and Blu- 
menthal) omit this. Some use two or more 
antigens; some are satisfied with only one. 
Also the serum doses are often varied; in- 
stead of 0.05 cc., higher doses have been 
used, up to 0.25 cc. (Poehlmann, Kromayer 
and Trinchese, Ledermann, Schlossberger, 
Fischer, Wagner, and others). 

Some methods titrate the complement 
every day (Wyler, McIntosh and Fildes, 
Renaux, de Assis, Scaltritti, Sordelli and 


Composition of Various Preparations Used in Tests for Syphilis 








Cardiolipin 
0.08% 


0.0884% 


Prepared from powdered beef 


Purified 
Lecithin 


To be 
titrated 


0.6188% 
heart 


Solvent 
Aleohol 


Cholesterol 
0.9% 


Alcohol 
Aleohol 


0.24% 


6 mg. per 1 ce. 


0.2% 


0.1 ec. added in Alcohol 
preparation 
of the emul- 


sion 
0.75-0.9% 


1.6-2.6% 


Alcohol 


Approx. 
0.2% 


0.9 ce. of a1% Alcohol 
sol. added in 
preparation 
of the emul- 
sion 


0.9% 


Approx. 
1.8% 


To be Alcohol 


titrated 


Complement Fixation Test 


Kolmer 


0.38% 0.05% Alcohol 





strated, by an exact and careful evaluation 
of the antigen with a group of normal and 
pathological sera. 


Some authors used nonheated sera to in- 
crease the sensitivity (Noguchi, Landsteiner, 
R. Miller, Debains), but otherwise the same 
technique as with heated sera. 

The original Wassermann-Neisser-Bruck 
test is history ; it is not used any more. The 
nearest to it is a technique used in Germany 
under the supervision of the Government 
with state-controlled antigens. These anti- 
gens are cholesterolized beef heart extracts 
lately fortified with cardiolipin. But most of 
the laboratories work out their own little 
modifications according to local facilities. 
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Miravent, Terazzo and Lorenzo, Gilbert.and 
Langworthy, Sormani, Sonntag). 
Decreasing doses of patients’ sera from 0.2 
cc. to 0.01 cc. are used by Boas, Kolmer (0.1 
to 0.0025 cc.). Still others work with dimin- 
ishing doses of complement (Kaup, Calmette 
and Massol), from one to four units. 
Another modification of the complement- 
fixation tests was introduced by Jacobsthal, 
who recommended incubation of the antigen- 
antibody mixture at 4 C for at least four 
hours. This proved to be a great improve- 
ment without increasing the number of non- 
specific results (Guggenheimer, Altmann and 
Zimmern, Boas, Boyd, Burdick, Duke, Golay, 
H. D. McIntyre, Worth and A. P. McIntyre, 
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Kahn, Kolmer, Shivers, O. Miller, Sanger, 
Leredde and Rubinstein, Ray, Rhamy, 
Wyler). 

Graetz and Schwab recommended that the 
first incubation take place at temperatures 
from 6 C to 37 C for about 30 to 40 minutes. 

Bruck used a combination: First the mix- 
ture of serum plus extract was put in an 
ice-water bath (6 C) for 30 minutes, then 
given 30 minutes at room temperature, and 
finally 30 minutes in a water bath at 37 C. 


At any rate the incubation at low tempera- 
ture is a great improvement and still. widely 
used. 

Over the last 50 years many methods have 
been proposed. Here are mentioned only a 
few which achieved more than only local 
recognition : 

H. Sachs (Frankfurter method) used a choles- 
terolizing beef heart extract. 

Boas used pure alcoholic extracts of beef hearts. 

R. Miiller introduced the drop method. 


Kaup evaluated complement and amboceptor sep- 
arately. 


Calmette and Massol employed twice the mini- 
mum complement and a dosage just sufficient to 
dissolve the sheep cells. 


Harrison and Wyler used a highly cholesterolized 
alcoholic extract from human heart with comple- 
ment titration. 


Kolmer also titrated the complement and used 
his special antigen and refrigeration. 


Sormani worked with only one antigen and five 
dilutions of patient’s serum. 


Dungern dried guinea pig serum on blotting paper 
to be used as complement. 


The best known in the United States is the 
Kolmer test. Many others are used, as the 
Boerner-Lukens test; the Eagle-Wasser- 
mann test and the Eagle spirochetal comple- 
ment fixation test ; the Connecticut test (de- 
veloped by the State Health Department) ; 
the Mazzini complement fixation test; the 
New York State Department of Health test. 

The first paper written in the United States 
about the W. N. B. test was an editorial in 
the Journal of the American Medical Asso- 
ciation, June 8, 1907, referring to the German 
publications. The second was a paper by Paul 
Fleischmann, Berlin, and William J. Butler, 


Chicago: “Serum Diagnosis of Syphilis” 
(J. A. M. A., 49:934 [Sept. 14] 1907). The 
very first sentence is interesting: “Of the 
recent advances in serology there is hardly 
any phenomenon which seems to promise the 
attainment of such practical clinical impor- 
tance as the method developed by Wasser- 
mann for the demonsiration of antibodies in 
the body fluids of syphilitics.” 

Another group used nonheated sera with 
an eye on simplification which is accompanied 
by an increased sensitivity. The simplification 
is achieved by the use of the patient’s own 
complement and ambocepter present in all 
fresh sera. This is different from Miiller’s 
employment of nonheated serum, because he 
added also complement and amboceptor. M. 
Stern used only the natural complement but 
added amboceptor. I. Bauer used the natural 
amboceptor and added complement. Noguchi 
used the patient’s own red blood cells with 
an immune serum against human blood cells 
from rabbit and as complement guinea pig 
serum and the patient’s own complement. 
This was a very complicated method. 

In contrast to all these, the method which 
I introduced uses only nonheated patient’s 
serum, sheep blood cells and antigen. The 
preliminary method (1908) was later im- 
proved by adding the titration of the hemo- 
lytic power of each serum proposed by Busila 
(1910) and still later completed (1950) with 
introduction of a cardiolipin and a verifica- 
tion antigen (1947). 


The technique of the Hecht test was used 
by many others who added their own varia- 
tions ; to name only a few of them: Levaditi 
and Latapie, later Mutermilch (Pasteur In- 
stitute, Paris) uses a Bordet-Ruelens antigen 
and titration of the individual hemolysin. 
Serum dosage is 0.1 cc. Antigen is used in 
two doses. M. Rubinstein varies the serum 
from 0.1 to 0.25 cc. by constant doses of 
antigen, and uses ice-box incubation. Bruck, 
Behrmann, and Rosenberg use a greater 
dosage serum (0.5 cc.) with three doses of 
antigen (human heart without cholesterol). 
Ronchese employs the Noguchi-Tribondeau 
antigen and an anti-human-amboceptor be- 
side the patient’s own complement. Gradwohl 
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introduced the Hecht test to the United 
States (1914), using a titration with 10 
doses. J. A. Kolmer recommended the Hecht- 
Gradwohl test for control of treatment and 
cure in syphilitics (1917) and was followed 
by M. E. Steinberg and M. Bergeron (1919), 
Blaivas (1920), Upham and Blaivas (1923). 

Alexander Fleming of later penicillin fame 
introduced the Hecht test in England with a 
paper, “A Simple Method of Serum Diag- 
nosis of Syphilis’ (Lancet, May 29, 1909, 
1512-1515) and later in a second paper with 
F. C. Clemenger “A Simple Complement 
Fixation Technique in Syphilis” (M. Rec., 
Vol, 78:187-190 [July 30] 1910). The tech- 
nique was the same as mine except for using 
small amounts of serum and all other ingre- 
dients in small tubes. 

Many French authors tried their own vari- 
ations, as Demanche and Ménard, Bénard 
and Joltrain, Weinberg, Beretvas, Renaud, 
Eschbach, and Duhot, Tribondeau, Telmon, 
and Rodillon, but the most used is the tech- 
nique of the Pasteur Institute of Paris. 

The active method was first mentioned in 
the United States by Bernard Oéettinger in 
a paper read before the Medical Society of 
the City and County of Denver, Dec. 21, 
1909: “The Complement Fixation Test for 
Syphilis (Wassermann Reaction) by the 
Bauer-Hecht-Fleming Method” (Denver M. 
Times and Utah M. J. 29:399-406, 1909- 
1910). 


NONSPECIFIC REACTIONS WITH THE 
W. N. B. TEST 


In the early days of the test there came 
numerous disquieting reports about positive 
results in nonsyphilitic diseases, as in fram- 
besia (Bruck, Hoffmann, Blumenthal, and 
others) ; relapsing fever (Kolle and Schati- 
loff) ; leprosy (Eitner, Wechselmann and 
Meier, Gaucher and Abrami, Jundell, Alm- 
quist and Sandmann, and others) ; scarlet 
fever (Much and Eichelberg, Schleissner, 
Boas and Hauge); malaria (Michaelis and 
Lesser, Much and Eichelberg, Bohm, Schiiff- 
ner); typhus (Papamarku, Gottschlich, 
Schiirmann and Bloch, K. Bauer); ulcus 
tropicum (Schiiffner, Butler); pregnancy 
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(Bunzel, Grafenberg, Heimann, Opitz) ; 
sera from cadavers (Fraenkel and Much, 
Bruck, Luksch, Laub and Novotny, Kreft- 
ing, Boas and Eicken); chancroid with 
buboes (Fritz Lesser and Hoffmann, Blumen- 
that, Stumpke, C. Stern, Schonfeld) ; lupus 
erythematodes acutus and _ disseminatus 
(Feuerstein, Hauck, Kerl, Runge and 
others); after total anesthesia (Wolfsohn, 
Reichhardt, Rosenthal, Boas and Petersen, 
and others) ; tuberculosis (Ruscher, Schon- 
feld, Térék and Vas, Jadassohn, Zieler, Miil- 
ler, Klausner and others); tumors were 
found positive in the early days of the 
W.N. B. test and various diseases, as psori- 
asis, pemphigus, diabetes, pellagra, beriberi. 
With improvement of the technique the test 
became quite specific. 

Most of these nonspecific reactions were 
incomplete and tended to become negative 
after some time even without specific treat- 
ment. Without a history of a previous infec- 
tion and without clinical evidence, only a 
strong positive test over a length of time is 
evidence of syphilis. Now nonspecific positive 
reactions are rare, owing to the improved 
antigens (cardiolipin) and better technique. 
Still there are certain conditions which some- 
times give positive reactions in spite of the 
most careful technique. The following is a 
list of conditions known to furnish cases of 
nonspecific tests: malaria, lepra, pinta, yaws, 
febris recurrens, ulcus tropicum, paludism, 
filariasis, scarlatina, lymphogranuloma in- 
guinale, typhus, malignant tumors, preg- 
nancy, hyperproteinemia, smallpox, vaccina- 
tion, mixed vaccination, infectious mono- 
nucleosis, méningitis, poliomyelitis, repeated 
blood donation, eosinophilia, acute febrile 
illnesses in children, upper respiratory infec- 
tions, virus pneumonia, diabetic acidosis, 
Banti’s disease, lupus erythematosus, tuber- 
culosis, mycosis fungoides, leukemia, intoxi- 
cations, secondary amenorrhea. 


' These nonsyphilitic reactions can be 
greatly reduced by the use of carefully 
titrated and purified antigens and of several 
tests employing complement fixation and 
flocculation. At the present time there is no 
one absolutely specific test for syphilis; the 
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nearest to this goal is the spirochete-immo- 
bilization test by Nelson and Mayer, but this 
is not so simple as the usual complement- 
fixation procedure. 


FROM COMPLEMENT-FIXATION REACTIONS 
TO FLOCCULATION TESTS 


Precipitation phenomena were first ob- 
served by Fornet and Schereschewski in 1907 
in mixing the serum of a rabbit immunized 
with spirochetal material and an extract from 
a syphilitic liver. At the same time Michaelis 
found a precipitation. on the contact surface 
of a diluted water extract from a syphilitic 
liver and heated syphilis serum. 

The lability tests have only theoretical 
importance. They never had a practical value 
as the Klausner reaction (with distilled 
water), the reactions of Sachs and Altmann 
and of Bruck, the sedimentation test of 
Fahraeus, the formolgelification test of Papa- 
costas. 

The reactions of lipoid emulsions with the 
human serum are the basic principle of the 
so-called lipoid-fixation tests. Michaelis rec- 
ognized the lipoid emulsion as precipitogen, 
the serum as the precipitin. The early reac- 
tions were those proposed by Porges and 
Meier (1908), Elias, Neubauer, Porges and 
Salomon (1908), Porges, Hermann, and 
Perutz (1911), the optic test of Jacobsthal 
(1909), the flocculation test of Bruck and 
Hidaka (1911), the Hohn test (1922), the 
Hecht flocculation test (1915, 1921), the 
miostagmin reaction by Izar (1910). Also 
the Vernes’ perethynol turbidity reaction 
belongs in this group. Only the last one was 
of practical value, and only in France. 


The first practical flocculation tests in 1917 
were introduced by E. Meinicke. Only three 
of his five published tests gained recognition 
and were widely used, especially in Germany : 
the III. modification (D. M.) with an ether 
extraction of beef hearts fortified with ben- 
zoic acid, the turbidity test (M. T. R.) with 
a balsam tolu extract and the clarification 
test (M. K. R. I.). About the same time the 
Sachs-Georgi test (S. G. R.) was published 
which used a cholesterolized antigen from 


beef heart; this method is called lentochol 
reaction to distinguish it from a later one 
called citochol reaction which uses a concen- 
trated antigen. Both these methods were 
widely used. 

The Vernes test (syphilimetry) is a tur- 
bidity test (1919) performed with a special 
extract from horse heart (perethynol ex- 
tract), popular in France. 


The Dryer and Ward test (sigma reaction, 
1921) is a modified Sachs-Georgi reaction 
using an extract from calf’s heart with choles- 
terol, the preparation of the antigen dilution 
being performed with the help of a special 
drop apparatus. This test was popular in 
England and Denmark. 

The conglobation test (Ballungsreaktion), 
published in 1925, is an improvement of 
Hecht’s flocculation test published first in 
1915 and later in 1916 and 1923. R. Miiller 
used a cholesterolized beef heart extract and 
diluted the sera with an alkalinized saline 
solution. To accelerate the formation of the 
balls centrifugation was later recommended. 


Great progress was achieved with the 
Kahn test (1925) by introduction of three 
minutes shaking to accelerate the formation 
of the precipitates. Several tests were recom- 
mended: a standard test, a quantitative test, 
and a presumptive test. These tests are very 
popular in many countries. 


The benzochol reaction of Sachs, A. Klop- 
stock, and Ohashi (1924) is a rapid test 
performed with a cholesterolized beef heart 
extract fortified with a special benzoin resin. 


By the use of a slide with paraffin rings, 
microscopic reading, and a small shaking 
machine B. S. Kline developed a simple, 
rapid, and reliable test. The preparation of 
the extract dilution is unique insofar as he 
first prepares a cholesterol suspension in 
distilled water and then adds the antigen by 
a special procedure of shaking which en- 
ables the extract lipoids to coat the choles- 
terol particles. According to the dilution of 
the extract three grades of sensitivity are 
achieved: diagnostic, control, and exclusion 
tests. 
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The Kline test is one of the most. used all 
over the world because of its simplicity and 
reliability. 

Some other flocculation tests have to be 
mentioned, each of them requiring a special 
technique and a special antigen: 

The Eagle flocculation antigen is prepared 
from corn germ sterol and tissue extract 
fortified with cholesterol. 

The Hinton test employs a tissue antigen 
diluted with 5% saline solution and 50% 
aqueous glycerol. 

The Mazzini flocculation antigen is pre- 
pared from powdered beef heart and pow- 
dered egg yolk with an addition of choles- 
terol. 

The Rein-Bossak antigen is a mixture of 
cardiolipin, cholesterol, and lecithin in alco- 
hol. 

The Venereal Disease Research Labora- 
tory (VDRL) test, which uses a cholesterol- 
cardiolipin, has gained in popularity in recent 
years ; it is quite simple to perform and very 
reliable. 

VERIFICATION TESTS 


The fact that there were many discrep- 
ancies between the results of the W. N. B. 
test and the clinical picture was the motive 
for developing a control test called verifica- 
tion test (Bestdtigungsreaktion) by Wasser- 
mann. In 1921 he published a very compli- 
cated procedure to this purpose : 

Starting from the theory that a “Wasser- 
mann aggregate” is formed by mixing syphi- 
lis serum and extract, he tried to break this 
aggregate up by filtration through certain 
silicate filters. He assumed that the syphi- 
litic reagin passes the filter while the antigen 
does not. But if normal serum is used with 
antigen, both pass through the filter. It was 
not so in practice, and this verification test 
was not accepted. 

Ten years later Witebsky published a veri- 
fication test. The older technique of the cito- 
chol reaction was used in mixing two parts 
of serum with one part of diluted citochol 
extract and keeping this mixture 24 hours 
in the refrigerator. The supernatant fluid was 
discarded and the remaining precipitation 
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shaken with 10 to 15 cc. of cool saline solu- 
tion; this was repeated until the decanted 
fluid was clear. The sediment was now mixed 
with saline, heated for 30 minutes at 56 C 
and hot centrifuged. The supernatant fluid 
was quickly removed and tested with the 
Wassermann reaction or a flocculation test. 
In case of present syphilis the reaction must 
be positive. This method also failed to gain 
recognition, 

Kahn tried to differentiate between the 
syphilitic and biologic false-positive reactions 
by recommending the following tests: (1) 
standard Kahn test; (2) salt dispersibility 
technique ; (3) differential temperature tech- 
nique at 37 C and 1 C, 

H. Neurath and associates tried the identi- 
fication of biologic false-positive reactions by 
use of serologic globulin fractions obtained 
by fractional precipitation with ammonium 
sulfate. It could not gain universal accept- 
ance. 

A very promising procedure was developed 
by Nelson and Mayer in the spirochetal im- 
mobilization test. Sera from syphilitic persons 
immobilize the Treponema pallidum (Spiro- 
chaeta pallida) from inoculation syphilis of 
rabbits in the presence of complement. It is 
almost (almost!) never positive in persons 
with a positive syphilis test without syphilis. 
It is too complicated and expensive to be 
introduced as routine work in the labora- 
tories. But if the spirochete emulsion could 
be produced commercially, it could become 
the verification test. 


From another viewpoint Hecht tried to 
identify pseudosyphilitic |] reactions. He re- 
moved from the tissue the parts which are 
known as Syphilitic antigen by extraction 
with petroleum benzine (petroleum ether), 
acetone, and absolute alcohol. The remainder 
was extracted with water. As source of this 
antigen human organs were used, such as 





|| The term “false positive” is wrong because 
the tests are really positive; only, they are not 
produced by syphilis. Levaditi proposed the term 
“syphiloid.” “Pseudosyphilitic” describes better the 
fact that they imitate the syphilitic tests without 
being produced by syphilis. 





















lung or kidney or cancer, which, according to 
our experience gave bad syphilitic extracts. 
These water-soluble antigens reacted nega- 
tively with syphilitic serum. If they were 
positive, the antibodies causing the reaction 
were not produced by syphilis. 

Up to now nobody has ever tried this 
method. 

To summarize this short review, not one 
of the published verification tests gained uni- 
versal recognition. There is still a demand 
for a good, easy, and cheap verification 
technique. 


PROBLEMS OF SYPHILIS EXPLAINED THROUGH 
THE W. N. B. TEST 


The impact of the serodiagnosis of syphilis 
by the W. N. B. test on many syphilis prob- 
lems was frankly beyond expectation. It was 
as if a window for a long time opaque sud- 
denly had become translucent and one was 
permitted to look clearly at problems con- 
cealed from understanding by lack of proper 
methods. Now the discussion about the syphi- 
litic origin of tabes dorsalis and dementia 
paralytica could be closed ; the W. N. B. tests 
decided this question without any doubt. On 
the other hand, in multiple sclerosis a syphi- 
litic origin could be excluded. Of course, a 
positive syphilis test furnished no organ diag- 
nosis. The attending physician had still to 
regard the clinical observation as an essential 
part of his work, which was aided or con- 
firmed by laboratory work. Even today it is 
impossible to let the laboratory make the 
diagnosis. 

There is no branch of medicine where the 
W. N. B. test did not explain some hitherto 
disputed problems. Only a very short survey 
can be given here. Aortic insufficiency, aorti- 
tis, arthritis, polyarthritis, arteritis, aneu- 
rysms, myocarditis, arteriosclerosis, cirrhosis 
of the liver, and kidney diseases are often of 
syphilitic origin, the diagnosis of which 
facilitates the treatment. In the differential 
diagnosis between tertiary syphilis and 


tumors the serodiagnosis plays a decisive 
part as well as in cases of iritis, keratitis 
parenchymatosa, choroiditis, neuritis, and 
atrophy of the optic nerve. Especially in 
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obstetrics was the value of the syphilis tests 
very early recognized. The problem of habit- 
ual abortions due to syphilis was solved by 
the syphilis tests. An early diagnosis and 
thorough treatment could give these mothers 
healthy children. At the beginning of this 
century the so-called Colles-Beaumés law was 
still recognized: Mothers of syphilitic new- 
borns are healthy and immune against syphi- 
lis; the explanation given was that the fetus 
became infected directly through the syphi- 
litic sperm without the mother’s becoming 
infected (paternal transmission). The main 
opponent was Matzenauer. Even Neisser ad- 
mitted an occasional, even if rare, possibility. 
The new W. N. B. test proved Matzenauer 
right: the mothers of syphilitic newborn 
children cannot acquire syphilis, because they 
have it already! The law of Profeta stated 
that healthy children of syphilitic parents 
are—at least until they reach puberty—im- 
mune against syphilis. Also, here the im- 
munity is only apparent ; these children have 
latent syphilis which can become manifest 
after weeks or months. The problems of 
reinfection and superinfection could be ex- 
plained by the W. N. B. test and, of course, 
by inoculation experiments. 

The importance of the serodiagnosis of 
syphilis cannot be underestimated in many 
other vital situations, as in life insurance, 
where a blood test is obligatory for an appli- 
cant. Fifty years of experience have shown 
that even well-treated syphilis is a disadvan- 
tage for the insured and therefore for the 
insurance company. 


Most countries have laws requiring a blood 
test for syphilis for all marriage candidates. 
Very few cases of unknown or hidden syphi- 
lis escape detection. No less important have 
the syphilis tests proved to be in the exami- 
nation of wet nurses—now less common than 
before the First World War—and in super- 
vision of prostitutes. Blood tests became in- 
dispensable in the Army to decide the fitness 
for service and later for demobilization. 

These are only a few suggestions of the 
importance of routine blood tests for syphilis 
in modern times. Rarely has medicine had a 
test of such wide usefulness at its disposal. 
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SERODIAGNOSIS OF SYPHILIS: 
RETROSPECT——PRESENT—-FUTURE 


The W. N. B. test in its 50 years’ exist- 
ence has gone a long way in different direc- 
tions, many of them ending in blind alleys. 
Nevertheless, it made great progress. Sur- 
veys of positive results in secondary syphilis 
(74% found by Heller to nearly 100% at 
present) over this half century, show that a 
good sensitivity could be achieved in spite 
of different methods and materials. It is now 
certain that in the past many persons without 
syphilis have been regarded and treated as 
syphilitics only because they gave, an often 
weakly, positive syphilis reaction; this hap- 
pened especially if the physician in charge 
accepted the laboratory diagnosis as fool- 
proof. These cases can be excluded today by 
the use of several different tests, by clinical 
observation, and the spirochete-immobiliza- 
tion test. Nevertheless, we should now be 
able to recognize and find every case of 
hidden syphilis if the public health admin- 
istration could unify all state organizations. 
We are far from unification with regard to 
the syphilis tests employed. “The 1955 Man- 
ual for Serologic Tests for Syphilis,” edited 
by the U. S. Department of Health, Educa- 
tion and Welfare, Public Health Service, 
recommends and gives the techniques of 
the following tests: APHA reference test, 
Hinton, Kahn, Kline, Kolmer, Mazzini, 
Rein-Bossak, VDRL. It is noteworthy that 
there is only one complement fixation and six 
flocculation tests. But in the United States 
there is no conformity in this regard. Many 
laboratories perform several tests with each 
serum, whereas some are satisfied with one 
single. test—mostly a flocculation test. Many 
other tests not mentioned above are per- 
formed throughout the country; some are 
modifications of the Wassermann test or the 
Hecht-Gradwohl test. 

With the help of the World Health Organ- 
ization it should be possible in the future all 
over the world to use the same antigen— 
probably a chemically composed one—and 


4 APHA=American Public Health Association. 
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the same methods. It would be desirable to 
agree on the same group of tests till one is 
discovered which is 100% specific. Until then 
it seems to be best to use at least two tests, 
one very sensitive, such as the Kline exclu- 
sion test and one very specific, such as a 
complement-fixation test with a cardiolipin 
antigen. Anyway, we are nearing the goal 
of many centuries, to eradicate the “scourge” 
of mankind. If this ultimate object will be 
accomplished, it will be achieved mainly be- 
cause of the discovery of the blood test for 
syphilis by Wassermann, Neisser, and Bruck. 


BIOGRAPHICAL DATA 


August von Wassermann was the son of 
Angelo von Wassermann, Bavarian court 
banker. He was born in Bamberg, Feb. 21, 
1866, and studied in Erlangen, Miinchen, 
and Strassburg. After 10 years’ postgraduate 
work in Berlin, with work in the laboratories 
and with patients on the wards, he became 
a paid assistant and started to teach at the 
University of Berlin as lecturer in internal 
medicine. "He was given the title Professor 
in 1898, became in 1902 Professor Extraor- 
dinarius, and in 1911 full-time Professor. 
But only in 1913, after nearly 25 years’ work 
at the Koch Institute, was a separate Insti- 
tute given to him, the Kaiser-Wilhelm Insti- 
tute for experimental therapy in Dahlem. 

He first became interested in immunology 
of cholera, later carried on experiments with 
R. Pfeiffer in the same field. Important for 
our understanding of immunity problems was 
his paper on the breaking up of the toxin- 
antitoxin complex. Later came a paper 
(with Takaki) about fixation of the tetanus 
toxin on normal brain. Many more contri- 
butions were made in this field—diphtheria 
antitoxin in normal serum; aggressins (with 
Citron); polyvalent vaccination material 
(with Ostertag) ; cultivating gonococci and 
(with Ficker) Spirochaeta pallida; precipi- 
tin studies (with Schiitze) for detection of 
blood in forensic cases; differentiation of 
albumin through complement fixation (with 
M. Neisser and H. Sachs) ; complement fixa- 
tion with meningococci (with Bruck). In 
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his last years his main interest was dedicated 
to tuberculosis. He tried to work out a 
tuberculosis test similar to the W. N. B. test 
for syphilis but did not succeed. The same 
fate met his verification test for syphilis ; but 
it must be said in all fairness that until now 
nobody has succeeded in devising one which 
was accepted as practical laboratory pro- 
cedure. 

He was just and fair in giving recognition 
to Bordet’s role in the serodiagnosis of syphi- 
lis by stating that Bordet delivered the instru- 
ment indispensable for its discovery in the 
method of complement fixation “. . . das 
zu ihrer Entdeckung unerlasslich gewesene 
Instrument in Gestalt der Komplement- 
bindung geliefert hat.” (Die Mikrobiologie 
und die Immunitatswissenschaft in den letz- 
ten 50 Jahren, Deutsche med. Wchnschr. 
50:1682-1686 [Dec. 5] 1924). 

But he never got over the fact that he did 
not share the Nobel prize with Bordet. 

Together with Plaut he tested spinal fluid 
of patients with tabes dorsalis and dementia 
paralytica and thus proved without any doubt 
the syphilitic origin of these diseases. 

With Kolle he initiated the serum treat- 
ment of meningitis. 


Experiments with cancer in mice showed 
his wide interest in many fields of research. 


Wassermann died March 16, 1925, at the 
age of 59. With him passed away the most 
popular and best-known medical man of 
his time. 

Albert Neisser was born on Jan. 22, 1855, 
in Schweidnitz (Silesia), the son of Dr. med. 
Moritz Neisser. He graduated in Breslau 
from the Magdaleneum (Gymnasium) and 
studied medicine in Breslau and Erlangen. 
He became a doctor of medicine in 1877 with 
a dissertation about Echinococcus disease 
and at the same time took his state board 
examination. In 1880 he was named Asso- 
ciate Professor (Habilitation) in Leipzig 
and in 1882 became Professor Extraordi- 
narius and Director of the Dermatological 
Clinic in Breslau. With Philipp Joseph Pick 
in 1888 he founded the Deutsche Dermato- 
logische Gesellschaft and 1902 the Deutsche 


Gesellschaft zur Bekampfung der Gesch- 
lechtskrankheiten. He was co-editor (with 
P. J. Pick) of the Archiv fiir Dermatologie 
und Syphilis, and after Pick’s death became 
chief editor. In the years 1905-1907 trips to 
Java were undertaken for experimental 
studies of syphilis in apes. He became Pro- 
fessor Ordinarius (full-time professor) in 
1907. He died July 30, 1916, in Breslau as 
a result of sepsis following cystitis and kidney 
and bladder stones. 

In this comparatively short life were 
crammed numerous activities which would 
fill the lives of at least 10 normal persons. 
Numerous important contributions to our 
knowledge in medicine were made by him. 
Only the most important can be quoted: The 
staining of the lepra bacillus with the Ziehl- 
Neelsen method ; the study of lupus vulgaris 
and its connection with tuberculosis; the de- 
tection at the age of 24 of the Gonococcus 
as cause of gonorrhea. His contribution to 
experimental syphilis helped to clear many 
controversial questions in the field of syphi- 
lis. His work in dermatology was manifold: 
he wrote on eczema, urticaria, actinomycosis, 
anthrax, glanders, blastomycosis, oidiomy- 
cosis, diphtheria, impetigo contagiosa and 
other diseases, especially leprosy. 

The picture of Neisser’s colorful personal- 
ity would not be complete without mention- 
ing his many nonmedical interests. He was an 
accomplished pianist and befriended many 
musicians (Richard Strauss, G. Mahler), 
writers (Gerhart Hauptmann), and artists. 
He served as city councilor of Breslau for 
many years, interested especially in the field 
of public health and sports. 

When he died on July 30, 1916, in Bres- 
lau, medical science and mankind lost one 
of the outstanding figures of his time. 

Carl Bruck was born in 1879 at Glatz 
(Silesia), graduated in 1902, and spent four 
years at the Robert Koch Institute in Berlin, 
partly with Wassermann. In 1906 he joined 
the German expedition for the investigation 
of syphilis in Java. In 1908 he be:-:ame asso- 
ciated with the famous Dermatological Clinic 
of Neisser in Breslau, where he received an 
associate professorship in 1911. He left the 
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clinic to take over the Dermatological De- 
partment of the municipal hospital in Altona, 
a position which he held until he was forced 
by the Nazis to resign in 1933. When he was 
threatened with arrest. by the Gestapo, he 
committed suicide on June 12, 1944. His 
wife (born Olga Jebsen) followed him two 
days later. 


Bruck’s contributions to the serology of 
syphilis and also of gonorrhea were many and 
of great importance in the development of 
serodiagnosis. He adapted the Meinicke clari- 
fication test to the serodiagnosis of gonorrhea. 


M. A. ARCHIVES OF DERMATOLOGY 
A cutireaction with killed gonococci was pub- 
lished in 1909 and a vaccine (Arthigon) for 
treatment of gonorrheic complications. He 
recommended warmly the fever treatment 
for gonorrhea. His interests extended also to 
the field of dermatology, with papers about 
tuberculosis of the skin, acrodermatitis, pem- 
phigus, hyperidrosis, pruritus, acne vulgaris 
(diet regimen), and many more. His asso- 
ciation with Wassermann and Neisser in the 
discovery of the syphilis test secured him a 
place in the history of medicine. 
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As a student in the days when the statutes 
of most hospitals forbade them to admit 
early cases of venereal disease, I saw only 
one; it was a syphilitic chancre shown us 
sub rosa by an assistant surgeon. As a full 
private in the Volunteer Medical Staff Corps 
of that time, I saw in a small ward in the 
Royal Victoria Hospital, Netley, a number 
of soldiers whose faces were literally rotting 
away with tertiary syphilis. Those were all 
the cases of V. D. I saw when I was a 
student in the mid-nineties. During the South 
Africa War of 1899-1902, I was mostly 
with units in the field, and I saw only one 
case; it was in my sick corporal who sud- 
denly lost the bridge of his nose—he had 
made no complaint. 

In 1903, when I started work in India, the 
only treatment given to a patient with early 
syphilis at my station was mercury per- 
chloride by mouth for about six weeks. Even 
I, whose knowledge of syphilis was derived 
from a very cursory study of Jonathan 
Hutchinson’s work, knew that such a short 
period of treatment must be insufficient, and 
I supported heartily the late Col. F. J. 
Lambkin when he visited us later, in the 
course of a tour of Indian military stations, to 
preach the virtues of a two-year treatment of 
syphilis by intramuscular injections of an 
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oily suspension of mercury in fine subdivi- 
sion, a method introduced by Lang in Vienna 
in 1886. Lambkin urged, and it was directed, 
that syphilitic soldiers should be registered 
and arrangements made for continuation of 
their treatment wherever they were stationed 
and however often they might be transferred 
from one station to another. We had then to 
make our own mercurial cream by grinding 
down the mercury with pestle and mortar, a 
task at which medical officers took turn; 
fortunately that arrangement did not last 
long. 


During my five years’ tour in India I did 
not treat any V. D. in soldiers; the medical 
officer who did so at my station could finish 
his round before his cigarette, deposited 
alight in the medical officers’ room when he 
set out, had becorhe extinguished. He boasted 


of this accomplishment! My only connection 
with V. D. was through having charge of the 
cantonment hospital, an institution in the 
sadar bazar for the care of sick natives in 
the cantonment and—at that time at any 
rate—for seeing that the ladies of the oldest 
profession there were kept safe. At first I 
used to make my examinations of these 
women at a few minutes’ notice, to prevent 
any cleaning up, and I took smears from 
cervical canals, examined them in a labora- 
tory I had set up in my bungalow—there 
was no other in that station—and sent a 
message to the hospital assistant to intern in 
the cantonment hospital those women who 
had provided specimens containing gono- 
cocci. I very soon found that this method 
was useless for preventing infection of sol- 
diers, because of the intermittance of the 
women’s infectivity with gonorrhoea, and I 
very rarely saw any woman with early signs 
of syphilis. A soldier infected with V. D. 
was asked if he could identify the source of 
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his infection and if the latter was said to 
have been in the bazar—and not a roadside 
‘bit of romance’—there was an identifica- 
tion parade; this also I found quite useless. 
Accordingly, with money subscribed by the 
British units, I rented a small room at the 
end of the prostitutes’ quarter in the bazar, 
where the matron of the cantonment hospital 
daily disinfected the women, on the assump- 
tion that all were infectious, as indeed they 
were—intermittently. This method was com- 
pletely successful in preventing infection of 
soldiers in that bazar. Nothing was said to 
any soldier about these precautions, and in 
fact at that time the travelling lecturer who 
included in his talk directions for personal 
disinfection was thoroughly unpopular with 
commanding officers, who had noted that 
the V. D. almost invariably went up after 
such visits. 


My close interest in V. D. did not start 
until the autumn of 1909, when I was sent as 
bacteriologist to the Military Hospital, 
Rochester Row, London. This was an old 
Guards’ hospital which Lambkin had per- 
suaded the War Office to devote entirely to 
the treatment of V. D. in soldiers and to the 
instruction of officers in the R. A. M. C. on 
entry into the Service as well as later during 
their Captains’ promotion course. Specialists 
in ‘dermatology’ were also trained there in 
V. D. from 1910 until the outbreak of war in 
1914. Although these officers were called 
dermatologists, it was recognized that almost 
all their work would be in care of V. D., and 
the War Office issued a directive that 75 per 
cent. of the time devoted to study of their 
special subject should be spent at Rochester 
Row, the marks in the examination being 
allocated in the same proportion. This seems 
to have been the first step in the divorcement 
of V. D. from dermatology, unless one may 
count as such the setting up, in 1903, by the 
Army Medical Advisory Board, of a sub- 
committee to consider the question of V. D. 
in the Army, and the decision, in 1906, to 
publish a Manual of Venereal Diseases by 
officers of the R. A. M. C. This work was 
published by Oxford Medical Publications, 
the authors of the first edition being Keogh, 
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Melville, Leishman and Pollock. It reached 
a second edition, a revised version of which 
(pp. 318) was published in 1916. It may be 
interesting as showing the revolution which, 
towards the end of the first decade of this 
century, was beginning in the attitude of the 
Army to the problem of V. D., to quote from 
the Introduction to Volume VI of D’Arcy 
Power and Keogh Murphy’s System of 
Syphilis (1910) the following by Sir Alfred 
Keogh, who had recently vacated his first 
appointment as D. G., Army Medical Service 
(he was D. G. again during the war of 
1914-18) : 

‘Syphilis should, therefore, more than any other 
disease, claim the attention of the naval or military 
surgeon. Unfortunately this was not always the case. 

. . The venereal wards of a hospital were rele- 
gated to the junior or less energetic officer. . . 


But now all this has changed. The treatment of 
syphilis has been recognized as no less a matter 


‘for scientific therapeutics than the treatment of 


any other protozoal disease, and it would be safe 
to say that in the Royal Army Medical Corps 
some of the keenest and most able pathologists, 
and some of the most scientific clinicians are to be 
found in the erstwhile despised venereal department.’ 


Sir Alfred went on to attribute much of the 
credit for the changes which had taken place 
to Col. Lambkin and to the Sub-Committee 
of the Advisory Board already mentioned. It 
should also be remembered that at that time 
there was the incentive of the discovery of 
S. pallida in 1905 and of the Wassermann 
test in 1906. 

It is necessary to say that I went to the 
Rochester Row Hospital most unwillingly. I 
wanted to work at and teach bacteriology 
at the R. A. M. College and should probably 
have got my wish if my predecessor had not 
suddenly had to be invalided when I was 
unappointed. Here I should like to say how 
much I have been helped in my work in 
V. D. by a flair for the pathological processes 
at work in disease, which was strengthened 
in me by listening to that great teacher, 
Almroth Wright, who was Professor of 
Pathology at the Army Medical School, 
Netley, when I joined in 1899. In venereal 
disease the value of laboratory work is now 
universally acknowledged, and if I had my 
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way every specialist in the subject would 
have to undergo much training there. In the 
years from 1910 to 1914 when I had to do 
with the training of Army specialists in 
‘dermatology’ they had to spend much of 
their time in the laboratory and eventually 
each candidate was expected to assemble a 
microscope for dark-ground examination 
from its several parts and to do serum and 
other laboratory tests for the diagnosis of 
V. D., even though he would not have to do 
serum tests in his routine work in the future. 
It was believed that if a specialist knew, 
practically, what went on in a laboratory, 
he would be in a better position to judge the 
limitations and to interpret the results of 
laboratory tests than if they were more or 
less a holy mystery to him. 

But here I have been anticipating, and I 
think it most convenient at this stage that I 
should confine myself to each of the three 
official diseases, gonorrhoea, soft chancre and 
syphilis in turn rather than that I should 
describe what happened of interest in all 
three of them at the different periods in this 
history. On this plan, since syphilis is the 
most interesting, I will leave it to the end. 


I come now to a disease that traditionally 
has been regarded with awe by the man in 
the street since the end of the fifteenth cen- 
tury because it can have very dramatic and 
disastrous consequences ; that is, syphilis. 

At the time I joined the Rochester Row 
Hospital the methods of diagnosis were 
those of good clinicians prior to the discovery 
of S. pallida and the development of the 
serum tests. Although it was then 1909 and 
the dark-ground method of microscopy with 
high-power objectives had been published 
by Landsteiner and Mucha in 1906, my 
predecessor had not demonstrated S. pallida. 
He had not done any serum test, though the 
Wassermann test had been described in 
1906. The reason was that the post of pathol- 
ogist at the Rochester Row Hospital had 
been given to a specialist in hygiene with no 
liking for bacteriology, and the Wassermann 
test was a mystery to him; further, the 


outfit for dark-ground microscopy was un- 
suitable. 

It was interesting then to see how such 
savants as Col. Lambkin, who was in charge 
of the Rochester Row Hospital, set about 
diagnosing syphilis without the aids which 
we have now. The sore, if there were one, 
was carefully palpated and if it were of the 
classical Hunterian type the diagnosis was 
soon settled. Unfortunately, many primary 
syphilitic sores are not classical in appear- 
ance, and I am sure that many were diag- 
nosed.as chancroid because in such a case the 
careful syphilologist waited for further de- 
velopments in the form of a rash and other 
signs of secondary syphilis; if nothing of the 
sort appeared, a diagnosis of chancroid was 
made, and in a Hunterian lecture about that 
time, Major H. C. French, r. a. M. c., caleu- 
lated that the ratio of chancroid to syphilitic 
chancre was as two to one. Very quickly 
after the adoption of laboratory aids for the 
diagnosis the proportion was ‘reversed, and 
in males it is now approximately as five or 
six syphilitic chancres to one chancroid: in 
females it is about 140 to one. It might be 
objected that surely syphilis would declare 
itself sooner or later in a case where the sore 
had been insufficiently typical to warrant a 
diagnosis of syphilis out of hand, but anyone 
who has worked in a V. D. treatment centre 
for some months or more will readily admit 
that he has seen many cases of late syphilis 
in which the patient gave either no history 
of any previous sign or else admitted to a 
transient sore many years previously, or to an 
abnormal gonorrhoea which did not provide 
a creamy discharge. Altogether, we have to 
admit that very often untreated syphilis 
remains clinically latent from the first for 
many years and perhaps sometimes for life. 

To demonstrate a rash, the patient was 
stripped and the skin exposed to the cold for 
several minutes to increase the contrast 
between the blanched normal skin and any 
rash there might be. The rash was often 
examined through cobalt-blue glass, and in 
fact the making of a diagnosis of syphilis 
could often be a very anxious and difficult 
task. As an example of this difficulty may be 
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quoted a table of relative values of different 
signs which was drawn up by Major (later 
Col.) -C. E. Pollock and published in the 
Manual of Venereal Diseases by officers of 
the R. A. M. C. already mentioned. The table 
in question was as follows: if the signs added 
up to 21 points, one declared syphilis, just as 
one declared trumps in whist if one’s cards 
made that number of points in a given suit! 


Hunterian chancre, 9. 
Phagedenic chancre, 5. 
Indurated sore not the result of cauterization, 5. 


Relapsing sore (breaking down after having 
healed under non-mercurial treatment), 3. 


Granulating sore on the penis which refused to 
heal under non-mercurial treatment, 5. 


Characteristic enlargement of groups of lymphatic 
glands without other obvious cause, 5. 


Roseolar or macular eruption (drug rashes ex- 
cepted), 7. ? 

Eruptions not recognizable as belonging to any 
non-syphilitic class, 2. 

Continuous slight loss of bodily weight not other- 
wise explicable, 5. 

Anemia, not otherwise explicable, 2. 


Pyrexia of simple continued fever type, lasting 
two-three weeks, not otherwise explicable, 2. 


Continuous headaches with exacerbations at 


night, 2. 
Continuous malaise, 2. 
Mucous patches (if characteristic), 8. 
Condylomata, 8. 
Alopecia of the syphilitic type, 5. 


Perhaps in the light of modern aids to 
diagnosis the above table may excite some 
amusement, but the syphilologist of the old 
school might now find a riposte in the bricks 
dropped by diagnosticians who rely on a 
single laboratory test. 

What I have said, however, is enough to 
show. that in those days the diagnosis of 
syphilis was an art that was not easily 
acquired, and it is not surprising that in 
later years those of us who stayed on often 
saw cases of late syphilis that in their earlier 
stages had been missed by the very elect in 
the world of syphilologists. 

In the latter part of 1909 there were only 
three articles in English on the Wassermann 
test, namely those by Browning and Mac- 
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kenzie, Henderson Smith and Candler, and 
Noguchi. All these workers spoke of the 
different reagents in terms of cubic centi- 
metres, and I was faced by the fact that I 
was not supposed to kill a guinea pig, and 
did not then know the art of cardiac punc- 
ture, so I had to get my complement blood 
from a guinea pig’s ear. By working hard, 
one can get about 1 c.c. of blood in half an 
hour from that source and the quantity 
would provide enough serum for about two 
tests by any of the methods then published 
in English, French, or German, so I had to 
evolve a micro-method. I argued that what 
mattered was not the absolute quantities of 
the reagents but the proportions which these 
bore to one another, so a method was evolved 
in which the amount of each reagent was a 
constant volume (about 100 c. mm.) and the 
proportion was determined by its dilution. 
Soon the nonsense about non-sacrifice of 
guinea pigs and various difficulties about 
getting repayment of tips to butchers to 
allow my attendant to hold a bottle under 
the cut throat of a sheep were settled, and 
from then until 1914 I steadily strove to 
make the Wassermann test as sensitive as 
possible without its dropping bricks in the 
form of false positives. The result was the 
method which became known as No. 1 
Method of the M. R. C. Special Report 
Series No. 14. This method, as modified by 
Wyler, became well known in international 
comparisons between the two wars as the 
Harrison-Wyler Method. Its success was due 
to the fact that it had been evolved with 
strict regard to concordance with clinical 
data and very stern standards of specificity. 
In the years before 1914 I experimented with 
various modifications of the complement 
fixation method and with numbers of floccu- 
lation tests which were published from time 
to time and about which an_ interesting 
story, for which there is insufficient space 
here, could be told. Just before the outbreak 
of the war of 1914-18 I had been ordered by 
the War Office to accept an invitation by a 
Committee of the Royal Society of Medicine 
to undertake an investigation of each of the 
reagents entering into the Wassermann test, 























HALF A LIFETIME 


with a view to smoothing out many irregu- 
larities. The war prevented the fulfilment of 
this plan, but from 1917 to 1920 I was very 
glad to collaborate, in consultation with Drs. 
Eastwood, Griffith and Scott of the Local 
Government Board, later incorporated in 
the Ministry of Health, in a research which 
was published under the title “The Comple- 
ment Fixation Test in Syphilis commonly 
known as the Wassermann Test’ as the first 
of the Ministry of Health’s ‘Reports on Pub- 
lic Health and Medical Subjects.’ As I can 
claim no credit for this work I am free to 
say that it deserves wider recognition than 
it seems to have received. 


It seems convenient here to complete the 
story of my connection with serum testing. 
In 1921 there was being expressed a desire 
for international standardization of the Was- 
sermann test, and at a Red Cross Conference 
in Copenhagen that year I suggested a grand 
comparison of the methods employed in the 
principal laboratories of the world, with a 
view to making it easy for a clinician reading 
reports of blood tests carried out on a migrant 
patient to interpret reports in the light 
of those he was accustomed ‘to receive from 
his local laboratory. This suggestion went 
no further, but in the autumn of that year 
at a conference convened at the Ministry of 
Health by the Health Organization of the 
League of Nations (H. O. L. N. below) it 
was agreed to compare in Brussels, Copen- 
hagen, Frankfurt, Heidelberg, London and 
Warsaw, three flocculation tests—the Mei- 
nicke, the Sachs-Georgi and the Sigma of 
Dreyer and Ward—with the routine Wasser- 
mann practised in the respective laboratories. 
In this country responsibility for the work 
was undertaken by the Medical Research 
Council, who asked me to make the arrange- 
ments. At the first conference I had got 
carried a resolution that those engaged in the 
comparison should practise each flocculation 
method exactly as laid down by its author, 
and I chose the late Dr. E. J. Wyler because 
he seemed to be the most careful and precise 
serologist I had ever met. Wyler was sent 
to the homes of the three tests mentioned, 
Hagen, Heidelberg and Oxford, with instruc- 











tions to work in each until he was getting 
results with the respective test exactly like 
those of its author. That seemed only a 
common-sense thing to do, but it was evident 
a year later that he was the only serologist 
undertaking this work who had followed 
instructions implicitly. After the No. 1 
Method’s performance at the Serum Confer- 
ences in Copenhagen in 1923 and 1928, I 
asked Dr. Wyler to write a description of it 
in such complete detail that it could be copied 
without personal instruction. His description 
was published in 1929 by the M. R. C. in 
Special Report Series, No. 129. 

After the Copenhagen Conference of 1923 
the M. R. C. handed the comparison work 
over to the Ministry of Health, and a special 
laboratory was set up with Dr. Wyler in 
charge to compare the serum test methods 
employed in laboratories working in this 
country under the V. D. Regulations. In my 
experience most pathologists performing 
serum tests firmly believe their own methods 
are as good as any and better than most, 
and only a comparison with a standard 
method on a few hundred sera will convince 
them to the contrary. The comparisons 
carried on from 1924 to the outbreak of war 
in 1939 did much to improve the standard 
of testing in this country. In July, 1937, Dr. 
Wyler was succeeded by Dr. W. M. Rich- 
ardson, who quickly made a very useful 
addition to the H-W. Wassermann. During 
the recent war he concentrated on manu- 
facture of reagents for serum tests and his 
method of preserving complement serum in 
the liquid state is a contribution of out- 
standing importance. Dr. Richardson re- 
turned to New Zealand in 1945 and was 
succeeded by Dr. Orpwood Price. The V. D. 
Reference Laboratory now comes under the 


_control of the M. R. C. 


Of diagnosis by microscopy I found a 
rather sceptical feeling at Rochester Row 
when I joined in 1909, and the dark-ground 
method had been described to me a few 
months earlier by an-eminent professor of 
bacteriology as ‘only a toy.’ The cause of 
some of the scepticism became apparent 
when I tried to demonstrate S. pallida with 


445 











A, M. A. ARCHIVES OF 


the apparatus which had been installed there 
for the purpose. I had no success with it in 
spite of earnest study of two large works 
on microscopy and many hours fiddling with 
lights, condensers and what-not. There was 
no direct information on dark-ground micros- 
copy in the books available to me, but a 
study of them made it clear that the micro- 
scope set-up was wrong. After much fruitless 
work I did what I should have done many 
days previously—set up a specimen of juice 
from-a primary syphilitic sore and took it 
off to Zeiss’ shop in London—where I asked 
them to demonstrate S. pallida in it with 
their apparatus. First the agent told me 
that my slide was too thick, so I asked him 
for a suitable slide and scraped my specimen 
on to it; after that the going was easy, and 
in five minutes I was seeing living S. pallida 
for the first time. In two minutes more I 
had bought the apparatus, and those troubles 
were behind us. For years afterwards 
V. I. P.s, I. P.s and not-so I. P.s were apt 
to turn up unexpectedly and ask for a 
demonstration of S. pallida, so I always kept 


a supply in capillary tubes, a method which I | 


later advocated for the transport of speci- 
mens of suspected syphilitic exudate to the 
laboratory when there was no suitable ap- 
paratus on the spot. Publication of this 
method led eventually to an interesting ex- 
periment carried out in 1934 in collaboration 
with the Toronto Public Health Laboratory. 
At their invitation, I sent them a number of 
capillary tubes of chancre juice; on arrival 
S. pallida was found to be quite motile. One 
of the tubes was returned to me and we found 
the organism still motile. I returned the 
specimen to Toronto, now sealed between 
slide and coverslip, and after verifying the 
continued motility of its §. pallida the To- 
ronto workers returned the slide to me. In 
it we noted motility persisting to the eighty- 
fourth day from collection of the specimen. 

The treatment of syphilis in 1909, as prac- 
tised at the Rochester Row Hospital, was 
that which had been laid down as a guide by 
the War Office Committee mentioned above 
‘for the Purpose of systematizing Routine of 
Treatment in dealing with Venereal Dis- 
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eases.’ It provided for the administration 
of twenty-seven grains of metallic mercury 
by twenty-seven injections in twenty-three 
and a half months, thus: nine weekly injec- 
tions, five weeks’ interval; six fortnightly ; 
three months’ interval; six fortnightly ; five 
months’ interval ; six monthly injections. 


The dosage in this scheme seems to have 
been based on observations by Barthélemy 
and others in Paris to gauge the value of 
mercurial cream by estimating its effect on 
the blood picture, urinary excretion and 
weight of the patient. ; 

Later, I showed that the twenty-seven- 
injection scheme outlined above left a large 
percentage of its patients with positive serum 
reactions, and in a later edition of the Manual 
of Venereal Diseases by officers of the R. A. 
M. C., which has been mentioned above, a 
longer scheme was recommended for patients 
not receiving salvarsan, which was then con- 
sidered to be only in the experimental stage. 
It prescribed thirty-nine injections in six 
courses extending, with intervals, over a 
period of 105 weeks. 

In spite of its defects when considered 
later from the serological point of view, the 
twenty-seven-injection scheme of treatment 
had achieved by 1910 results considered to be 
a great improvement over the old haphazard 
lines of treatment, which, thanks to the War 
Office Committee already mentioned, it had 
superseded. Certainly, when in that year the 
War Office issued a directive that any case 
of syphilis which had resisted treatment with 
mercury should be sent to Rochester Row 
for treatment with ‘606’, only two severe 
cases of tertiary syphilis were transferred 
to us, and even they were not nearly so 
terrible as those which I had seen at Netley 
in the early ‘nineties. 

Nevertheless, the treatment of syphilis 
with mercury was a heartbreaking business. 
If one pushed the mercury too much, the 
patient was salivated or had albuminuria or 
both, and if one gave too little, he relapsed 
clinically ; it was common enough to see a 
patient relapse whilst actually undergoing a 
course of treatment. In later years when. I 
wished to find out how much we had gained 
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by the adoption of treatment with arseno- 
benzene compounds, I analysed the syphilis 
record sheets of 371 soldiers of the Brigade 
of Guards who had undergone perfectly 
regular treatment on the lines of the twenty- 
seven-injection scheme already mentioned 
and found that 83 per cent. had relapsed 
clinically and required readmission to hos- 
pital during the first year of treatment (49 
of them three or more times and 115 twice). 
Each of these men had spent an average of 
sixty-six days in hospital, which compared 
with an average of twenty-five days by 152 
soldiers who had been treated with ‘606’ and 
mercury and been observed for at least a 
year when I made the analysis. To anticipate 
a little and to finish with this comparison, 
at a much later date I analysed the records 
of 10,000 men who had been treated with 
‘606’ and mercury according to the system 
prevailing during the war of 1914-18 and 
found that the clinical relapses had been 
1.3 per cent. 

The twenty-seven-injection -in-two- years 
scheme was criticized above on serological 
grounds. The details are that of 492 men 
who had undergone two years’ regular treat- 
ment and were tested three months after its 
completion, 45.5 per cent. were found to be 
positive to the original method of the Was- 
sermann test and 75 per cent. to the more 
sensitive Stern modification. I mention this 
for the additional reason that much later I 
had to contend with a sort of tradition that 
every syphilitic patient’s treatment must be 
spread over a period of two years as if there 
were something magical in the period itself. 

Although in 1909 the standard treatment 
was exclusively with mercury, Col. Lambkin 
was trying out a number of pentavalent 
arsenical compounds, notably atoxyl (soa- 
min), atoxylate of mercury, and arsacetin. 
The clinical effects were very good, and it 
may be of interest to mention that it was the 
good effects of atoxyl in trypanosomiasis, as 
demonstrated by Thomas and Breinl of the 
Liverpool School of Tropical Medicine, as 
well as, probably, the similar effects in 
spirochetosis of hens, demonstrated by 


Uhlenhuth, Gross and Bickel and by Levaditi 








and McIntosh, that led Ehrlich to take up 
again the study of the arsenical preparations 
and thereby to discover eventually the 
trivalent arsenical preparation, ‘606’, about 
which much more will be said later. 

At the time that I am examining the effects 
of the standard mercurial treatment in the 
light of the Wassermann reaction, I tested 
about 200 blood speciments from patients 
who had been treated by Lambkin with 
pentavalent arsenicals and found the results 
surprisingly good. These pentavalent arseni- 
cals acquired at that time, in other hands, an 
evil reputation for causing retro-bulbar 
neuritis, and a fair number of cases of blind- 
ness from this cause were reported. I am 
certain that we had no such catastrophe in 
our cases, and I think that the escape of our 
patients was due to our not heating the 
arsenical solution. 

We still use some pentavalent arsenical 
compounds for the treatment of certain kinds 
of syphilis, notably tryparsamide for neuro- 
syphilis, and acetarsol (sold under the names 
of Kharophen, Orarsan, and Stovarsol) which 
is preferred by many workers for congenital 
syphilis in babies because it can be given 
by mouth. Another pentavalent arsenical 
preparation which is liked by some workers 
as a change is acetylarsan, which is injected. 
In view of this fairly free use of remedies of 
this class, it is interesting that to-day we hear 
of arsenical retro-bulbar neuritis only in 
connection with treatment with tryparsamide. 

To revert to 1909, Lambkin was then try- 
ing to screw up his courage to try out a 
trivalent arsenical compound known as 
arsenophenylglycin (‘418’) of which he had 
received a large sample from Ehrlich. It was 
just as well that he did not venture, as in 
other hands it proved much too toxic, and if 
we had had any tragedy in that hospital we 
should have had endless trouble in persuad- 
ing the War Office authorities to let us try the 
successor of arsenophenylglycin, namely di- 
oxydiarsenobenzene dihydrochloride, known, 
shortly, at the time it appeared as ‘606’ or 
‘The Ehrlich-Hata Remedy’. 

The first account of the clinical effects of 
‘606’ was published by Alt in March, 1910, 


447 


A. M. A. ARCHIVES OF DERMATOLOGY 


and it excited a tremendous demand for 
samples of what seemed to be a wonder 
remedy. Ehrlich distributed his samples to 
such. institutions as could satisfy him that 
they were in a position to test the new 
remedy fairly, and by October, 1910, he had 
sent out 40,000 doses ; ‘606’ was put on the 
market under the name of ‘Salvarsan’ at the 
latter end of 1910. We had received our first 
batch of samples in June, 1910, some time 
after Col. Lambkin had been succeeded in 
charge of the hospital by Major Gibbard, a 
specialist in ophthalmology. 

Our first experiences with ‘606’ were im- 
pressive. At that time it was given intra- 
muscularly, or under the fat overlying the 
muscles, and usually in the form of a suspen- 
sion. We followed the technique recom- 
mended by Wechselmann, in which the 
powder was dissolved in about 10 c. c. water, 
after which it was alkalized with NaOH 
until, after going through a stage of turbidity, 
the mixture had become a clear solution; 
this was brought back again to the turbid 
state by the addition of glacial acetic acid, 
the result being a suspension of the mono- 
sodium compound. Some workers gave it in 
the form of the alkaline solution and others 
suspended the powder in olive or sesame oil. 

We gave the suspension, which we had 
made under the fat between the scapulz, and 
with much trepidation I paid an evening visit 
to the first patient we had treated in this 
way. I remembered that the B. P. dose of 
arsenious oxide was one-sixtieth to one- 
twelfth of a grain and that that morning we 
had given this man three grains of arsenic. 
His temperature was 104° F. and he was in 
agony, so I gave him an adequate dose of 
morphine, remembered that I could not 
extract the dose from him, as also that no 
tragedies had been reported following such a 
dose of the remedy as we had used, and just 
hoped for the best. The next morning the 
man’s lesions were a little more pronounced, 
but that evening there was such an improve- 
ment as none of us had ever seen in such a 
case in so short a time. 

That was more or less the effect in suc- 
cessive cases of our own and elsewhere, and 
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the words, ‘miracle’ and ‘miraculous’, or their 
equivalents in other languages, were very 
much overworked in articles on syphilis for 
many months afterwards. It was difficult for 
anyone who witnessed the first results of 
single injections of ‘606’, not to believe that 
here was the one-dose cure of Ehrlich’s hopes. 
Indeed, in the early weeks of our use of this 
remedy my feeling was that, if it were not a 
one-dose cure we should get very few patients 
to endure the torture of a second injection. 


As everyone knows, ‘606’ proved not to be 
a one-dose cure (though I have seen cases of 
well-diagnosed syphilis in which there was 
no sign of syphilis—clinically or in blood or 
spinal fluid—many years after a single in- 
jection of ‘606’), and a month or so after we 
had started we welcomed the demonstration, 
by Schreiber and Hoppe, that the remedy 
could be given by the intravenous route. 
By that time we had treated about forty 
patients by the deep subcutaneous route, 
and, as mentioned, the results had been 
excellent; we had also learnt to few things 
which seemed to use to be useful at a later 
date. 

First, in a certain number of cases a slough 
had formed at the site of the injection, and 
Major W. O. Beveridge at the R. A. M. 
College had found an important proportion 
of the dose we had given retained in the 
slough in the form of arsenic. Thinking over 
this after we had adopted -the intravenous 
route, I argued to myself that, if the wonder- 
ful clinical results which we had seen after 
the subcutaneous injection of ‘606’, with the 
disappearance of S. pallida from the surface 
lesions, had followed the absorption into the 
blood of only a small proportion of the in- 
jected dose, what was the point in giving so 
high a dose as 0.6 g. intravenously so that all 
was absorbed when we knew that much less 
—0.3 g. in fact—caused disappearance of 
S. pallida? We had learnt by that time that 
even 0.6 g. ‘606’ was insufficient for a cure, 
and I visualized much of the dose as beating 
ineffectually against a barrier of sclerosed 
tissue in which the residual spirochetes were 
lying protected. At that time we had em- 
barked on a systematic plan of investigation 
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to discover the minimum amount of it which 
should be given as routine to a patient with 
early syphilis, the procedure being to treat 
successive series of patients with more and 
more, either alone or in conjunction with 
mercury, and then to put each series under 
observation by blood tests and clinical exam- 
ination. In one of these series we tried 
giving a dose of 0.3 g. ‘606’, following this 
with some weeks’ treatment of mercury 
before giving any more ‘606’, but we quickly 
found that such a small dose, given intra- 
venously and not followed quickly by more, 
failed to prevent clinical relapse, so we had 
the apparent paradox that the fraction of a 
dose that was absorbed from the necrosed 
tissue at the site of a deep subcutaneous 
injection did more to prevent relapse than 
did a perfectly absorbed dose given intra- 
venously. At a later date the inference from 
this, that an intramuscular or subcutaneous 
injection is more efficient than an intravenous 
one, because the dose is retained longer in the 
body and better opportunity is given for the 
formation of the spirocheticidal derivative, 
was put to the test in two military V. D. 
hospitals where the results of giving 2.4 g. 
‘606’ (with appropriate mercury) intra- 
venously were compared with those of giving 
its arsenical equivalent in ‘914’ (i. e., 4.2 g.) 
subcutaneously. The result confirmed the 
expectation, the subcutaneous route afford- 
ing in each hospital about 12 per cent, more 
negative reactions. 

By the outbreak of the war of 1914-18 we 
had investigated ‘606’ given according to 
eight different schemes. In these we had 
spaced the injections of the arsenical com- 
pound so that not less than two weeks elapsed 
between any two injections of full doses 
because I had noticed that in the literature 
there was no record of a case of hemorrhagic 
encephalopathy when the interval had been 
two weeks or longer. This policy paid from 
the point of view of preventing complications 
because after giving nearly 4,000 injections, 
mostly of 0.6 g. ‘606’, we had not had a single 
casualty either by reason of encephalopathy 
or of such toxic effects as dermatitis or 
_ jaundice. 












The results were immensely better than 
any we had seen under mercurial treatment. 
The best were with the two latest courses, 
viz.: (1) 0.6 g. ‘606’, nine mercury, and 
0.6 g. ‘606’; and (2) 0.6 g. ‘606’, five mer- 
cury, 0.6 g. ‘606’, five mercury, and 0.6 g. 
‘606’. In eighty-five primary cases treated 
with one or other of these courses and ob- 
served for a minimum of nine months after- 
wards there were three clinical relapses and 
nine serological, while in 143 secondary cases 
there were six clinical relapses and twenty- 
nine serological. None of the relapses had 
been in cranial nerves such as caused much 
heated argument in those days, and I noted 
that the cases of this kind recorded in the 
literature had been treated either entirely 
with an arsenobenzene preparation or this 
had been the sole remedy for a number of 
weeks at the start of the treatment. Accord- 
ingly, I formed the belief, which I still hold 
very firmly, that if one treats early syphilis 
with arsenical remedies and heavy metal 
given concurrently, one has little to fear 
from recurrences in the central nervous 
system. 


I did not think our results were good 
enough, and just before the outbreak of the 
war of 1914-18 we had determined to in- 
vestigate a course similar to that which 
Gennerich, a naval surgeon of Kiel, had so 
far found the best. In the latest publication 
by Gennerich he had stated that for a sero- 
negative primary case he was giving six to 
eight injections of 0.4 to 0.5 g. ‘606’ with 
fifteen injections of calomel cream, and 
for a sero-positive pfimary or a secondary 
case, the same course followed after a short 
interval by another six or seven ‘606’ and 
the same number of calomel. With such 
schemes of treatment he had had three 
relapses in ninety-two cases of sero-negative 
primary syphilis observed for at least a year 
after stopping treatment, with tests of the 
blood and spinal fluid, and four in seventy 
early secondary cases. All his relapses had 
been serological. 

In a paper contributed to the proceedings 
of the B. M, A. meeting in Aberdeen in 
1914, by Gibbard and myself, we announced 
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our intention to investigate a course con- 
sisting of eight injections of 0.3 g. ‘606’ and 
eight of mercury for sero-negative primary 
cases and two such courses for sero-positive 
cases, whether primary or secondary. That 
paper was written just before the outbreak 
of the war and we could not at once put into 
operation the schemes we had planned. 

It seems pardonable to mention one other 
effect of the investigations of Rochester Row. 
For many years an earnest group of workers 
had been urging the Government to appoint 
a Royal Commission on Venereal Diseases, 
and the matter had been postponed in the 
heartbreaking way that such affairs are 
treated. I had it later from Sir Malcolm 
Morris, one of the pioneers just mentioned 
and later a member of the Royal Commis- 
sion, that our evidence, founded on sys- 
tematically investigated series of courses 
followed by such observation as was possible 
only in one of the fighting Services, had 
done more than anything to persuade the 
Government that stopping the spread of 
syphilis by treatment of the infectious was 
worth trying; hence the appointment of the 
Royal Commission which resulted in the 
Public Health (Venereal Diseases) Regula- 
tions, 1916. 

At the outbreak of the war of 1914-18, I 
had what I regarded as a welcome break 
from venereology, and, for reasons which I 
need not detail here, I hope heartily never 
again.to have anything to do with it. I did 
all I could to get as far away from it as 
possible, and thoroughly enjoyed the break 
in other work. But circumstances were too 
much for me, and on what I thought a very 
evil day I found myself in orders to take over 
the hospital which the military authorities in 
France had six weeks previously assigned to 
the care of venereal diseases. I should explain 
for the sake of completeness of this history 
that the British Expeditionary Force went to 
France with no special provision for the 
treatment of any venereal disease which 
might occur in the troops. There was not an 
irrigator for the treatment of gonorrhoea or a 
dose of either mercury or an arsenobenzene 
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preparation. The sole anti-venereal measure 
was a leaflet signed by Lord Kitchener ex- 
horting the troops to sexual continence. 
When patients with venereal disease began 
to report at the various medical units the 
senior officers raved about unpatriotic con- 
duct, and some advocated letting the adjec- 
tival patients rot. Eventually, however, it was 
realized that something more practical than 
this must be done, and it was ordained that 
a whole stationary hospital (of 250 beds!) 
should be allotted to the work. The choice of 
the hospital was determined by the fact that 
its commanding officer was at that time un- 
popular with the very superior officers who 
ruled our fates. He knew no more about 
venereal diseases than what he might have 
picked up in three demonstrations during his 
promotion course and he had no specially 
trained staff of any description. Things got 
into a mess, and the hospital had become 
little better than a rest station for venereal 
cases before shipment in cargo vessels to 
this country; venereal disease was what 
Thomas ,Atkins would call a ‘Blighty’. At 
the time I joined in January, 1915, there 
were about a thousand patients in the hos- 
pital, no arsenical treatment had been given 


and there was still no officer in that hospital 


who knew anything modern or useful about 
the treatment of V. D.; this was in a service 
which had trained a fairly large number of 
venereologists. The site of, the hospital, as 
if to rub in the fact of its inferior status, 
must: have been the muddiest in France; 
anyhow, on stepping off any of its few paths 
he would be lucky who got back on to solid 
earth without losing his gumboots. Such 
depressing conditions were lightened in a 
few days by the arrival of two regular officers 
of the R. A. M. C., Capt. (later Major) 
C. F. White (now deceased), who had been 
one of the brightest members of a specialists’ 
class at Rochester Row, and Capt. (now 
Col.) A. Dawson, who, but for the war, 
would have been my assistant at Rochester 
Row in a research on serum tests for syphilis 
instigated by a Committee of the Royal So- 
ciety of Medicine and sponsored by the Local 
Government Board. Those two remained 
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with that hospital to the end and were a 
tower of strength. For many months the 
remaining officers were very much birds of 
passage, and in six months the number who 
had reported to me for duty was fifty for a 
ration strength of about ten, and the number 
who knew anything about V. D. on joining 
was nil. They were trained by Major White 
to give ‘606’, which he mixed, and the diag- 
noses of syphilis were mostly made in the 
laboratory and confirmed by Major White, 
who saw every case before treatment was 
authorized. The other officers were watched 
and nursed in their work by one or other of 
us regular officers, and it seemed to me that 
we had no sooner made one of them un- 
dangerous than he was drafted for duty 
elsewhere. 

It was in these circumstances, with con- 
tinual admonitions from the ‘high-ups’ that 
there was a war on, and repeated curses by 
the G. O. C., Lines of Communication, for 
keeping a hospital of that kind eating up his 
rations, that a scheme of treatment had to be 
devised which would be safe and reasonably 
efficient. I aimed to finish the treatment of 
most cases in four weeks and in that time to 
give 2.4 g. ‘606’ with as much mercury as 
possible. I argued that if I gave the 2.4 g. 
in four injections, I should have a small per- 
centage of encephalopathy, but if the indi- 
vidual dose was 0.3 g., some patients might 
have a fit or two, but deaths would be rare. 
At the end of the war I could trace no more 
than eight deaths from encephalopathy 
among the approximately 100,000 cases of 
syphilis whose treatment had started on these 
cautious lines. I expected a minimum of 
clinical relapses, and the results justified 
this expectation. 

The first scheme was superseded in the 
autumn of 1915 by one giving the same 
amount of treatment in six weeks because we 
had begun to encounter a certain amount 
of exfoliative dermatitis, and I introduced 
an interval of two weeks after the third 
injection of ‘606’. We learnt from these cases 
to keep a sharp look-out for any sign of 
dermatitis and stop before the complication 
had advanced ; in the 16,000 cases of syphilis 


treated in that hospital from then to the end 
of the war only five deaths occurred. 

In April, 1916, when the hospital in France 
had expanded to 3,000 beds, I came home to 
take command of the Rochester Row Hos- 
pital, now expanded to 300 beds, and to be 
adviser in V. D. to the War Office. By 
now there were a number of military V. D. 
hospitals in the country. As it seemed not so 
urgent to get patients serving at home back 
to their units as it was abroad, I modified the 
course of treatment, giving three injections 
of 0.3 g. ‘606’ in the first week, then two 
weeks’ interval in which to catch the skin 
intolerants, then two injections of 0.4 and 
0.5 g., two weeks’ interval, and finally two 
injections of 0.5 g. Concurrently with this 
treatment were given eight injections of 
mercurial cream. If the blood was positive 
at the end of this course, three more injec- 
tions of ‘606’ were given, on the sixty-ninth 
to eighty-third days. Later the course was 
lengthened to ninety-two days. 

These ‘war-time’ courses were admittedly 
a compromise with the ideal, but I thought 
that our experience with ‘606’ and mercury 
before the war and the likness of the present 
course to that on which Gennerich had re- 
ported so well, justified a belief that the re- 
sults would not be very bad. 

Other people thought differently and one 
American author went so far as to say: 


‘the picture of thousands of cases of loco- 
motor ataxia, paresis, and other late forms 
of syphilis sure to occur among these 
patients is horrible to contemplate.’ 

The end did not justify this gloomy fore- 
boding. Although approximately 100,000 
soldiers were treated on the lines mentioned, 
careful enquiries at clinics and hospitals for 
late effects of syphilis in men treated during 
the war revealed hardly any such cases. 
Further, a study of the death-rates for late 
effects of syphilis in men justifies the view 
that our treatment was very successful in 
preventing late effects. It is interesting to 
contrast such rates with those in women who 
were probably infected during the war of 
1914-18 but, owing to the V. D. Scheme 
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being then in its infancy, must have gone 
largely untreated. 

It will be noted that the remedy chiefly 
mentioned above was ‘606’. Although ‘914’, 
introduced by Ehrlich in 1912 under the 
name of neosalvarsan, would have been much 
more convenient, I was afraid to trust it. 
I knew what to expect from ‘606’ and, with 
Gennerich, believed that the newer remedy 
when given intravenously was less efficient. 
Accordingly, except for a few short periods 
when there was a shortage of ‘606’ or to try 
the subcutaneous route, we avoided neo- 
salvarsan. 

It was not at first easy to maintain the 
supply of ‘606’. Prior to the war the sole 
source of our supplies was Germany, and 
when this was cut off the English manufac- 
turers had a very anxious time making batch 
after batch of ‘606’, which was rejected on 
the animal test. Finally, I was told that if 
I could not find supplies in France I should 
have to go very short. Fortunately, after 
much correspondence, I was able to get a 
French chemist released to make ‘606’ for us 
in the establishment of Poulenc Fréres. Also 
I found 10,000 doses of German ‘606’ se- 
questrated at Creil, which was still fortu- 
nately behind the French Front. It was in 
large jars and I bought it at a price which 
was more than £2,000 less than we were 
paying for the same ‘amount either in France 
or England. That was a bright incident; 
there were some anxious ones as, for exam- 
ple, when I returned to the hospital one 
evening to find that over a hundred of the 
patients injected that afternoon were laid 
out in all stages of distress, many of them 
semi-conscious and all others very sorry for 
themselves. I tested the batch of ‘606’ used 
that day, on rabbits, and found it up to 
standard, so concluded that a technician had 
slipped up with one of the mixing reagents. 
The possibility of such a happening did not 
make for calmness in one’s outlook. 

One other series of untoward events in the 
military V. D. hospitals in England and Ire- 
land might, if rightly interpreted, have led 
to stich precatitions as would have prevented 
most of the cases of jaundice that occurred 
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in patients treated for syphilis in later years. 
In the year ending April, 1918, there was a 
peculiarly high incidence of fatal jaundice in 
certain military hospitals, and it led to the 
appointment of a Committee of the M. R. C. 
called the Salvarsan Committee which issued 
two reports, Nos. 44 and 66. At the same 
time there was an outbreak of fatal subtertian 
malaria in patients treated with ‘606’ at the 
Military Hospital, Portobello, Ireland, which 
was attributed to infection transmitted from 
carriers through the medium of the injection 
apparatus. The late Dr. Stuart McDonald 
(Newcastle) suggested at that time an ad- 
ventitious infection as the cause of the jaun- 
dice, but the suggestion was not treated very 
seriously. It is galling to think that the solu- 
tion of the problem was offered us in the 
cases of malaria infected through the injec- 
tion apparatus! Unfortunately, at that time 
there had been no case of homologous serum 
jaundice to give us the clue. 


In the years between the two wars the 
fact that we had to rely for arsenic on the 
less efficient ‘914’ was soon compensated for 
by the introduction of bismuth. Much uncer- 
tainty as to the amount of treatment which 
should be given led to the appointment, by 
the H. O. L. N., of a Committee of Experts 
on Syphilis and Cognate Subjects on which 
I served, and which eventually, as a result 
of a great analysis of results of treatment in 
five countries, published two alternative lines 
of treatment as likely to give satisfactory 
results. That which I favoured, and was 
chiefly practised in this country, was the 
so-called intermittent system in which a 
minimum of four courses of ‘914’ and bis- 
muth was given, ten injections of each type 
of remedy at weekly intervals in each course, 
and an interval of four to six weeks between 
any two courses. It is interesting to reflect 
on the difference between this scheme and 
that which was in operation at Rochester 
Row in 1909 and was then known as ‘the 
modern treatment of syphilis.’ Undoubtedly, 
credit for the stimulus to improvement in 
methods of treatment is due largely to the 
serum tests. eaeeecc 
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I was glad to agree to the recommenda- 
tions of the H. O. L. N.’s Committee of 
Experts—though I did not agree with some 
of the conclusions of the analyser of the 
records (the late Prof. Martenstein)—be- 
cause for many years I had been striving 
to get the treatment of merchant seamen 
made more regular and systematic. It seemed 
to me that the treatment given to the average 
seaman as he moved from clinic to clinic in 
the world was a patchwork which followed 
no plan and contained great gaps due not 
to the fault of the patient so much as to the 
laziness of medical officers who would not 
take the trouble to review a case and put 
on the transfer card any recommendation 
for future action. In order to get an inter- 
national ruling and recommendations which 
would be observed by all clinics dealing with 
syphilitic merchant seamen, and because I 
had given up hope of ever seeing any results 
of the analysis of case records promoted by 
the H. O. L. N.’s Committee, I had sent 
to the Office International d’Hygiéne Pub- 
lique, as a basis for discussion, a number of 
different schemes calculated to suit the 
different circumstances of merchant seamen, 
but just before they could discuss these 
schemes the H. O. L. N. Committee at last 
got the analysis of records completed and 
published its recommendations. I judged 
that people would pay much more attention 
to recommendations by a Committee of the 
League than to any put forward by the 
Office as having been drafted by an indi- 
vidual like myself. So by the outbreak of the 
recent war I had begun to hope that at long 
last the haphazard lines, on which the mer- 
chant seaman was being treated in the 
different clinics which he might visit, would 
be succeeded by something much more sys- 
tematic. 


But the War started too soon for that, 
and during it I had the task of trying to get 
the medical officers of all the different na- 
tions whose merchant seamen worked for 
us, to agreed on a few standard lines of 
treatment. They did agree round a confer- 
ence table in the Ministry of Health one 


November day in 1942, but later I found 
that almost none of them adhered to what 
they had agreed upon. That has been my 
experience of all international agreements 
in which I have been concerned, but this 
is off my main subject. 


When penicillin became available for treat- 
ment of venereal diseases in this country, the 
Ministry of Health, as mentioned, sponsored 
a research to discover a mixture which would 
delay absorption and permit of a therapeutic 
level of the antibiotic being retained long 
enough in the body to justify treatment by 
one or two injections a day. That problem has 
now been nearly solved, though not by our 
efforts, and the ambulatory treatment of 
syphilis is easily practicable. On the ques- 
tion, what amount and kind of the old 
arsenical and bismuth treatment penicillin can 
supplant, it is too early to dogmatize, but for 
early syphilis I would pin my faith to 6 m. 
units penicillin in ten days followed by one 
of the neoarsphenamine and bismuth courses 
outlined above as being the basis of the 
H. O. L. N. Committee’s recommendation 
for a scheme of intermittent treatment. 


Thus I hope I have shown how in less 
than half a century two at any rate of the 
venereal diseases, gonorrhoea and syphilis, 
whose treatment was formerly empirical and 
haphazard, have become probably the most 
manageable of all serious diseases. After the 
increased incidence consequent on war and 
the aftermath of the war has been disposed 
of, venereal diseases should become a minor 
public health problem. 

And most of the credit for it all is due to 
laboratory workers. 


My experience in the administrative side 
of this Cinderella of specialties led me to 
include the following in the recommendations 
with which the article on Venereal Diseases 
in the Official History of the War of 1914-18 
ended: 


‘The experience of the war consequently 
suggests the following principles in deter- 
mining a venereal diseases policy in war: 
1. The appointment of an expert in venereal 

disease on the staff of consultants. 
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2. The appointment, on mobilization, of of- 
ficers who are skilled in the treatment of 
venereal disease, for duty in connection 
with the prevention and treatment of 
venereal disease. 

. The adoption of the principle that tem- 
porary officers who show aptitude for 
venereal work should not be moved with- 
out reference to the consultant in venereal 
disease, just as bacteriologists were not 
moved in France. In this connection it 
can be said with definite certainty that it 
does not pay to change officers frequently 
and without reference to the number of 
skilled officers remaining in the hospital 
affected. Newcomers who are untrained 
in the work materially increase war wast- 
age by prolonging the stay of patients in 
hospital.’ 


Those and the other five recommendations 
were inspired by very bitter experience. If 
they did anything to make the conditions 
better for venereologists in the recent war, 
their author would feel compensated. 

My experience in the civil branch of this 
work has suggested many axioms out of 
which I would choose three qualifications 
for an adviser in venereal diseases. They are 
that (1) he should, himself, be a director of 
a successful clinic; (2) he should know how 
to plan the layout of a clinic to make for 
maximum efficiency ; (3) he should have ‘the 
common touch’. 

Finally, I would say that I am sorry for 
the inhabitants of the Utopia for which all 
well-meaning citizens are striving. Without 
obstacles to overcome, life would be a very 
dull business. 
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Serologic Tests for Syphilis 


Special Reference to Their Historical Aspects 
JOHN A KOLMER, M.D., D.P.H., Philadelphia 
UNUSUAL 


LIPID ANTIGEN TESTS 


Complement Fixation—In 1901 Bordet 
and Gengou ' first discovered the phenome- 
non of complement fixation in the course of 
an argument with Ehrlich and Morgenroth 
on the question of the unity or multiplicity 
of complement in normal serums. Their ex- 
periments were conducted with an antigen 
of Pasteurella pestis, horse antipest serum, 
guinea pig complement, and an antirabbit 
hemolytic system with adequate controls. In- 
deed their technique was wonderfully correct 
in all essential details. Curiously enough, 
however, the possible value of this discovery 
in the serum diagnosis of infectious diseases 
escaped their attention. But Widal and 
LeSourd? promptly employed this test in 
the diagnosis of typhoid, which was soon 
followed by its application in the identifica- 
tion and differentiation of blood stains by 
Gengou and Neisser and Sachs, in typhoid by 
Wassermann and Bruck, in tuberculosis by 
Wassermann and Sachs, in swine erysipelas 
by Citron, in gonorrhea by Miiller and 
Oppenheim, etc. 

In 1905, however, the discovery of Tre- 
ponema pallidum by Schaudinn and Hoff- 
mann focused the attention of the medical 
world upon syphilis. On May 10, 1906, 
Wassermann, Neisser, and Bruck * reported 
positive complement fixation reactions with 
the serums of syphilitic apes and monkeys, 
supplied by Neisser, using aqueous extracts 
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of human syphilitic tissues containing T. pal- 
lidum as antigens with special reference to 
the livers of congenitally syphilitic fetuses. 
Human syphilitic serums were not tested. 
On May 24, 1906, just two weeks later, 
Detre * reported positive reactions with the 
serums of two out of six cases of human 
syphilis, using aqueous extracts of various 
human syphilitic tissues as antigens. Since 
his investigation was conducted simultane- 
ously and independently of Wassermann and 
his colleagues, I have always thought him 
worthy of sharing the honor of this great dis- 
covery, and especially since he was first to 
observe the phenomenon in human syphilis. 
In this connection, however, Wassermann, 
Neisser, Bruck, and Schucht ° soon followed 
with a report, on positive reactions not only 
with human syphilitic serums but with 
cerebrospinal fluids as well. Fifteen years 
later Bruck ® claimed that while Wassermann 
first suggested the complement-fixation test 
as a means for demonstrating treponemal 
antigens in extracts of syphilitic tissues, he 
was first to develop the idea experimentally 
and to show Wassermann the behavior of 
syphilitic serums in their presence. Wasser- 
mann,’ however, claimed that the first sug- 
gestion for applying the complement-fixation 
test in experimental syphilis of apes and 
monkeys was made by Althoff. Be that as it 
may, since Ehrlich synthesized arsphenamine 
(Salvarsan) in 1907, the cause of syphilis, a 
serologic test of great value in its detection, 
and a sovereign remedy for its treatment 
were discovered within a period of about 
three years. Consequently these constituted 
a triad of rapid discoveries in a particular 
disease without parallel in the history of 
medicine, although arsphenamine was not 
employed in the treatment of human syphilis 
and relapsing fever until 1909, when Ehrlich 
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reported the results at the Congress for 
Internal Medicine, held at Wiesbaden on 
April 19, 1910. I am not sure who were first 
to use the Wassermann test in the United 
States, but Fleischman and Butler,® Butler,’ 
and Marchildon ?° were certainly among the 
early pioneers. Noguchi’ was first to use 
the antihuman hemolytic system and simplify 
the technique. I taught myself the technique 
of the Wassermann test and first employed 
it in the serum diagnosis of syphilis in the 
early part of 1910. 


Naturally Wassermann, Neisser, Bruck, 
and Detre thought that positive reactions 
were due to the fixation of complement by 
T. pallidum and specific treponemal anti- 
bodies. In 1907, however, a “bomb” was 
thrown into the Wassermann camp by the 
discovery of Marie and Levaditi * that aque- 
ous extracts of normal liver could be used as 
antigens, followed by the discoveries of 
Porges,’* Porges and Meier,'* and of Land- 
steiner, Miller and Potzl,™ that alcoholic ex- 
tracts of normal human and animal livers and 
hearts served equally well. Under the circum- 
stances it was now definitely known that the 
Wassermann reaction was biologically non- 
specific since alcoholic extracts of normal 
tissues were just as satisfactory antigens as 
aqueous and alcoholic extracts of syphilitic 
tissues containing T. pallidum. Indeed when 
Sachs,* in 1911, discovered that the addition 
of cholesterol to alcoholic extracts of normal 
tissues enhanced their antigenic activity, the 
sensitivity of the Wassermann test in the 
serum diagnosis of syphilis was greatly in- 
creased. Consequently aqueous and _alco- 
holic extracts of syphilitic liver were soon 
abandoned in favor of alcoholic extracts of 
guinea pig or beef heart reenforced with 
cholesterol. It was not until 1941, however, 
that Pangborn ** made her great discovery 
of a serologically active phospholipid in alco- 
holic extracts of beef heart, which she later 
called “cardiolipin.” While alcoholic solu- 
tions of this purified phospholipid alone are 
not sufficiently antigenic, yet, as was also 
discovered by Pangborn, alcoholic solutions 





* References 16 and 17. 
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of cardiolipin, lecithin, and cholesterol, in 
proper proportions, have proved so superior 
in various complement-fixation and floccula- 
tion tests for syphilis that they have practi- 
cally supplanted all other antigens not only in 
the United States but throughout the world 
as well. 

Needless to state, the original Wasser- 
mann test was soon supplanted by many 
other complement-fixation methods in differ- 
ent countries, many of which were of in- 
creased sensitivity and practical specificity in 
the serum diagnosis of syphilis. No useful 
purpose, however, is served by reviewing 
them herewith except to list those developed 
and most commonly used in this country. 
Incidentally, my own test was based upon 
the results of a series of 32 studies in the 
standardization of technique conducted from 
1918 to 1922. 


Flocculation.—Apparently Michaelis,** in 
1907, was first to describe a flocculation test 
for syphilis, using an aqueous extract of 
fetal syphilitic liver as antigen. Naturally he 
believed that specific precipitin reactions with 
T. pallidum were observed, although it is 
likely that the positive reactions were due to 
the flocculation of tissue lipids. This was 
certainly true of the tests described three 
years later by Jacobstahl,?*> and Bruck and 
Hidaka,”* using alcoholic extracts of syphi- 
litic liver as antigens, and by Hecht,?’ in 
1915, who used an alcoholic extract of heart 
muscle. Since then a large number of floc- 
culation tests have been described,t espe- 
cially in the United States, by Kahn, Kline, 
Hinton, Eagle, Mazzini, Rein and Bossak, 
and Harris, Rosenberg and Riegel of the 
Venereal Disease Research Laboratory 
(VDRL) of the Public Health Service. All 
employ cardiolipin-lecithin-cholesterol anti- 
gens except the Kahn test.*® Consequently, 
as in complement fixation tests employing 
tissue lipid antigens, all are likewise biologi- 
cally nonspecific for syphilis. 

Mechanism and Diagnostic Value—The 
mechanism of complement fixation and floc- 
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culation reactions in syphilis employing these 
tissue lipid antigens is still obscure. Since 
the antibody-like substance occurring . in 
serums, cerebrospinal and other body fluids 
appears to be some kind of a reactionary 
product of body cells rather than a true tre- 
ponemal antibody, it was originally called 
“reagin” by Neisser, and this term is still 
being employed. All that is definitely known 
is that this reagin causes the flocculation of 
alcohol-soluble lipids of beef heart when they 
are suspended in isotonic saline solution. In 
complement fixation tests these flocculi ab- 
sorb or fix guinea pig complement during the 
primary incubation which is detected by the 
absence or reduction of hemolysis when sheep 
erythrocytes and antisheep hemolysin are 
added to the test tubes and this is followed 
by secondary incubation. In flocculation 
tests the aggregates of lipids can be seen 
macroscopically or microscopically according 
to the technique employed. Consequently 
flocculation tests are simpler and cheaper to 
conduct than complement-fixation tests but 
require an equal degree of technical skill and 
experience for optimum accuracy. 


At the present time there is no one best 
serologic test for syphilis. Under the circum- 
stances I have routinely used my comple- 
ment-fixation test along with two different 
flocculation tests during the past 26 years. 
Variations in sensitivity may be due to the 
presence in syphilitic serums of large mole- 
cule reagin and small molecule coreagin 
of different reactivity, as suggested by 
Kanner.*? Certainly positive reactions with 
all three are better serologic evidence of 
syphilis than a positive reaction with any 
one of them, while negative reactions with 
all three are more conclusive than a negative 
reaction with any one test. In my experience, 
when a single complement fixation or floccu- 
lation test is used for screening purposes, 
more falsely negative and positive reactions 
occur than when two or three different 
methods are employed simultaneously. 


Unfortunately all complement fixation and 
flocculation tests in current use may yield 
falsely positive reactions due to technical 
errors. Their incidence, however, is in rela- 








tion to the skill and care with which they 
are conducted. For this reason all author 
serologists, including me, are deeply indebted 
to the Venereal Disease Research Laboratory 
of the U. S. Public Health Service for insist- 
ing that all serologic tests be conducted 
exactly as they have been described. Even 
under these conditions, however, biologic 
falsely positive or doubtful reactions occur, 
as in malaria, leprosy, relapsing fever, infec- 
tious mononucleosis, and other nonsyphilitic 
diseases and conditions.§ Yaws and pinta 
may be excluded from this category since 
they are due to infections with treponemata 
so closely related to T. pallidum as to consti- 
tute what Rein has aptly designated as 
“syphiloid” diseases. In this connection, 
however, the incidence of biologic falsely 
positive reactions varies not only according 
to the sensitivity of the test or tests employed 
and the stage of the disease but, even more 
importantly, in relation to whether or not 
repeated tests are conducted.. For example, 
single tests in leprosy and malaria may show 
only 10% to 20% falsely positive reactions, 
whereas repeated tests may show 60% to 
100% reactions. The same is true in all 
other diseases and conditions capable of 
showing these reactions. Indeed biologic 
falsely positive reactions may also occur with 
the serums of presumably normal nonsyphi- 
litic persons. Their incidence, however, is 
certainly in relation to the method or meth- 
ods employed. For this reason I have pur- 
posely reduced the sensitivity of my comple- 
ment fixation test, as I have always been 
dedicated to the principle that an occasional 
falsely negative reaction in syphilis is to be 
preferred to unnecessary falsely positive 
reactions in normal nonsyphilitic persons. 
Why biologic falsely positive reactions occur 
under the best technical conditions, however, 
is still unknown, although one may suspect 
that infections with some pathogenic bac- 
teria, leptospira, spirochetes, and viruses may 
also produce a reagin similar to that occur- 
ring in syphilis, yaws, and pinta, while 
changes in blood chemistry may be responsi- 
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ble for the reactions occurring in collagen 
and other diseases and conditions. 

But while biologic falsely positive reac- 
tions have properly commanded a great 
deal of attention, the occurrence of biologic 
falsely negative reactions is also of clinical 
importance. Certainly none of the comple- 
ment fixation and flocculation tests in current 
use are sufficiently sensitive to detect all 
cases of early primary, latent, and late syphi- 
lis, although cardiolipin-lecithin-cholesterol 
antigens are somewhat more sensitive and 
therefore to be preferred. Consequently 
negative serum reactions alone may not reli- 
ably exclude the possibility of syphilis and 
should not be regarded as substitutes for 
clinical skill and judgment with supplemen- 
tary examinations of the cerebrospinal fluid 
if and when required for diagnostic purposes. 
Certainly dark-field examinations for T. pal- 
lidum are of primary importance in the diag- 
nosis of genital and extragenital chancres. 


ANTIBODY TESTS 


T. Pallidum Agglutination (TPA).— 
Apparently I was the first to conduct 
these tests 43 years ago.** The antigen was 
prepared of a culture supplied by Noguchi. 
The serums of some immunized rabbits gave 
agglutination titers as high as 1 : 1280. Later 
on in the same year Nakano * reported simi- 
lar results. In 1916 tests conducted with an 
antigen prepared of Zinsser’s strain A cul- 
ture of T. pallidum gave positive reactions 
in a high percentage of cases of secondary 
and tertiary syphilis.**© In 1933 Kast and 
Kolmer succeeded in cultivating the Nichols 
strain of T. pallidum.“ In 1941 Kolmer, 
Kast, and Lynch *’ again reported positive 
reactions in human syphilis in tests conducted 
with antigens prepared from this culture and 
the Noguchi, Kroo, and Reiter strains of 
T. pallidum. In 1942 Kolmer, Kast, and 
Lynch ** reported positive agglutination reac- 
tions in human syphilis, employing antigens 
of virulent T. pallidum obtained from acute 
testicular syphilomas of rabbits inoculated 
intratesticularly with the Nichols. strain. 
More recently positive agglutination reac- 
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tions with antigens of virulent T. pallidum 
obtained from syphilitic testicular lesions 
of rabbits inoculated with this strain have 
been reported by Gain *® and McLeod and 
Magnuson.*° 

T. Pallidum Complement Fixation Tests 
(TPCF).—Apparently Noguchi ** was first 
to conduct these tests 44 years ago, using his 
cultures of T. pallidum in the preparation of 
antigens, followed by Craig and Nichols ** 
in the same year and by Kolmer, Williams, 
and Laubaugh in 1913.5* In 1929 Gaehtgens 
and Otto greatly renewed interest in these 
complement-fixation tests conducted with 
antigen prepared of the Reiter strain of 
T. pallidum. In 1941 Kolmer, Kast, and 
Lynch ** observed positive reactions with 
antigens prepared of cultures of the Nichols 
and Kroo strains in 6 of 23 presumably non- 
syphilitic leprous subjects, 16 of whom gave 
positive reactions with tissue lipid antigens. 
Of 14 cases of natural and inoculation 
malaria 13 showed positive TPCF reactions 
and 10 positive reactions with tissue lipid 
antigens. Eagle and his associates ** also 
found a higher percentage of positive TPCF 
reactions in inoculation malaria than in lep- 
rosy. In the Washington Serologic Survey 
held in 1942, both Eagle’s antigens and mine 
prepared of cultures of T. pallidum also 
showed a varying percentage of biologic 
false-positive reactions not only with the 
serums of presumably normal nonsyphilitic 
persons but likewise with those having febrile 
and afebrile intercurrent diseases, tubercu- 
losis, and malignant disease as well.5’ With 
antigens prepared of virulent T. pallidum 
secured from rabbits with acute diffuse syphi- 
litic orchitis, Kolmer, Kast, and Lynch “ 
also observed biologic nonspecific positive 
reactions with the serums of normal persons. 
Magnuson and Portnoy ** have reported 
82.3% positive reactions with the serums of 
395 cases of syphilis with 78.7% positive 
TPI reactions and 76.2% positive reactions 
in standard serologic tests (STS). In pri- 
mary, secondary, and congenital syphilis the 
TPCF tests were more sensitive than the 
TPI tests, while in latent and cardiovascular 
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syphilis the TPCF and TPI tests were about 
equal in sensitivity. In the whole series of 
395 cases of syphilis the TPCF and TPI 
reactions agreed in 87.3%. Of 266 patients 
in whom differential diagnosis lay between 
biologic false-positive STS reactions and lat- 
ent syphilis, STS, TPCF, and TPI reactions 
agreed in only 33.5%. However, the TPCF 
and TPI results were in agreement 94% of 
the time. In the 78 patients who were re- 
garded as “definite” false-positive reactors, 
TPCF and TPI reactions agreed in all but 
one, or 98.7% of the time. Among the 
188 patients considered “probable” biologic 
false-positive reactors, TPCF and TPI tests 
agreed 92% of the time. These tests were 
conducted by the one-fifth modification of 
my complement-fixation test °° except that 
smaller amounts of complement were used 
for the purpose of increasing its senstivity. 
Serums of normal nonsyphilitic subjects were 
not reported upon. But since their antigen 
was prepared of virulent T. pallidum ob- 
tained from testicular syphilomas of rabbits 
with removal of lipid substances by acetone 
and ether followed by extraction with 0.2% 
solutions of sodium desoxycholate, it is to be 
expected that the incidence of biologic non- 
specific positive reactions would be greatly 
reduced or eliminated. 


T. Pallidum Immobilization (TPI).—In 
1949 Nelson and Mayer ® discovered an 
antibody in the serums of syphilitic rabbits 
and human beings which rendered T. pal- 
lidum, derived from testicular syphilomas of 
rabbits, nonmotile when guinea pig comple- 
ment was also used in the tests. In addition 
to immobilization the treponemes lost their 
capacity to infect normal rabbits probably 
owing to treponemocidal effects. The test was 
subsequently improved, but technical limita- 
tions still preclude its widespread use in the 
serum diagnosis of syphilis. So far only a 
small number of serums of normal persons 
have been reported upon, but all have given 
negative reactions. In acquired human syphi- 
lis the incidence of positive reactions has 
varied but appears to average about 63% in 
primary syphilis, 92% in secondary syphilis, 





84% in latent syphilis, and 94% in tertiary 
or late syphilis.|| Miller ® has reported 88% 
positive reactions in standard serologic tests 
(STS) with 64% positive TPI reactions in 
773 cases of acquired syphilis. Positive 
reactions have also been reported in congeni- 
tal syphilis and with cerebrospinal fluids in 
neurosyphilis, but the incidence cannot be 
expressed at the present time. 

In persons showing biologic false-positive 
(BFP) reactions, false-positive TPI reac- 
tions have been observed in about 8% f 
although the incidence has been reported to 
be as high as 36% to 52%.# Olansky ”° has 
reported 9.7% positive TPI reactions in 113 
cases of inoculation malaria. 

T. Pallidum Immune Adherence (1A).— 
This test, which is characterized by a reac- 
tion between human erythrocytes and trepo- 
nemes sensitized by syphilis antibody, was 
discovered by Nelson in 1952." In a later 
report he stated that its specificity was estab- 
lished by the examination of 385 syphilitic 
human serums with the results corresponding 
to those of the TPI test in all but 5 serums.”? 
Olansky, Harris, and Casey ™* have reported 
A and B zones of activity in about 70% of 
cases of primary syphilis, 76% of secon- 
dary and latent syphilis, and 56% of late 
cases of the disease. The reactions agreed 
with the results of TPI test better than 
observed with the VDRL test, with the sug- 
gestion that the antibody concerned in the 
IA reaction is similar to, if not identical with, 
the antibody concerned in the TPI reaction. 
In the opinion of these authors, if this is 
correct, postive IA reactions may be reflec- 
tive of past rather than of present syphilitic 
infection. 


Mechanism and Diagnostic Value—Eagle 
and Hogan"* have reported that the ab- 
sorption of syphilitic serums by suspen- 
sions of T. pallidum removed all reagin or 
Wassermann antibody and treponemal ag- 
glutinins while absorption with tissue lipids 
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removed only the reagin. Under the circum- 
stances they suggested that the primary sero- 
logic change in syphilis is the production of 
antibodies to T. pallidum. Beck,”® Kolmer, 
Kast, and Lynch,** and Kolmer,”* however, 
have found on the basis of absorption tests, 
that reagin or Wassermann antibody is 
entirely unrelated to treponemal agglutinin 
and complement-fixing antibody, and this has 
now been generally accepted. 


Whether or not positive agglutination, 
complement fixation, immobilization, and 
adherence reactions with antigens of T. pal- 
lidum are due to different treponemal anti- 
bodies or the same antibody cannot be stated 
at the present time. This requires addi- 
tional investigations with syphilitic serums 
absorbed with suspensions of T. pallidum. 
I strongly suspect, however, that the same 
treponemal antibody is involved in all four 
tests although T. pallidum may contain dif- 
ferent antigens capable of producing differ- 
ent antibodies. This also awaits the outcome 
of investigations. In this connection Rein 
and Kelcek *’ have ‘suggested that chronic 
biologic false-positive (BFP) reactions in 
collagen diseases like periarteritis nodosa, 
disseminated lupus erythematosus, sclero- 
derma, rheumatic fever, and rheumatoid 
arthritis may be of diagnostic value in these 
diseases. 


In general terms agglutination, comple- 
ment fixation, and adherence tests conducted 
with antigens of T. pallidum derived from 
testicular syphilomas of rabbits, have about 
the same diagnostic value as immobilization 
tests and especially complement fixation 
(TPCF) tests. Certainly all three are tech- 


nically simpler, cheaper, and less subject to 


technical errors than the TPI test. None of 
these treponemal tests, however, are of any 
particular value in the serum diagnosis. of 
syphilis, since the incidence of positive reac- 
tions in acquired and congenital syphilis is 
quite similar to the incidence of positive 
standard serologic reactions when the tests 
(STS) are properly conducted. At the pres- 
ent time treponemal tests are largely used as 
aids in reaching decisions on whether unex- 
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pected positive reactions with standard sero- 
logic tests are biologic false-positive (BFP) 
reactions or indicative of syphilis with special 
reference to latent acquired or late congenital 
syphilis. Under the circumstances negative: 
TPI reactions are commonly accepted as 
excluding syphilis. Apparently this is not 
true, however, because TPI tests can give 
falsely negative reactions in syphilis, Fur- 
thermore, positive TPI reactions do not 
necessarily establish the presence of syphilis 
since false-positive reactions may also occur. 
While Turner and Nelson ** and Magnuson 
and his associates" found the degree of 
acquired immunity of rabbits to T. pallidum 
roughly parallel to the titer of TPI antibody, 
McLeod and Magnuson *° have reported that 
TPI antibody engendered by the immuniza- 
tion of rabbits with heat-killed vaccines of 
T. pallidum does not represent a protective 
mechanism. 
SUMMARY 


The complement, fixation test for syphilis 
conducted with tissue lipid antigens was dis- 
covered in 1906 by Wassermann, Neisser, 
and Bruck and independently, at the same 
time, by Detre. Michaelis, in 1907, first 
described a flocculation test. 


Apparently Kolmer, in 1913, was first to 
conduct Treponema pallidum agglutination 
(TPA) tests; Noguchi, in 1912, T. pallidum 
complement fixation (TPCF) tests; Nelson 
and Mayer, in 1949, T. pallidum immobiliza- 
tion (TPI) tests and Nelson, in 1952, 
T. pallidum adherence (IA) tests. 

The mechanism and diagnostic value of 
these tests for syphilis are briefly discussed. 
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JOSEPH V. KLAUDER, M.D., Philadelphia 
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Gay and careless and chirping like a little bird 
she flutters onward into a life of endless night. 
Hedwig in Insen, “The Wild Duck” 


Statistical studies of the causes of blind- 
ness attribute 10% to 15% to syphilis. 
Hurlin * estimates the rate of blindness per 
1000 of population in the United States as 
1.7. He concluded that about 230,000 was a 
reasonable estimate of the total number of 
blind persons in the United States in 1940. 
On the basis of these figures it can be deduced 
that there are 23,000 to 34,500 syphilitic 
blind in the United States.* 

Primary optic nerve atrophy of acquired 
syphilis is the outstanding cause of blindness 
in relation to syphilis. From experience in 
the clinic for ocular syphilis at Wills Eye 
Hospital * I would estimate that 90% of 
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From the Ocular Syphilis Clinic, Wills Eye 
Hospital. 

*TIn a later report (Hurlin, R. G.; Saffian,:S.. 
and Rice, C. E.: Causes of Blindness Among 
Recipients of Aid to the Blind, Federal Security 
Agency, Social Security Administration, U. S. 
Government Printing Office, Washington, D. C., 
1947, p. 75), syphilis was estimated as a cause of 
blindness from 13.5% to 20%. Although decline in 
this incidence is not apparent in the following more 
recent studies (Freeble, C. R., Jr., and Donohue, 
J. F.: Syphilis and Gonorrhea as Causes of Blind- 
ness: A Study of Persons Declared Legally Blind 
in Ohio, J. A. M. A. 146:1500, 1951; and Sorsby, 
A.: Causes of Blindness in England, Foreign 
Letters, J. A. M. A. 158:1469, 1953.), for reasons 
herein discussed it is to be expected that future 
statistical studies will show a decline in this per- 
centage. 
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blindness and industrial blindness caused by 
syphilis can be attributed to. optic nerve 
atrophy of acquired and of congenital syphi- 
lis. As the next most frequent causes I would 
attribute the following, in the order written: 
interstitial keratitis, iritis (acquired syphi- 
lis), optic nerve atrophy secondary to optic 
neuritis, retinochoroiditis of congenital syph- 
ilis. Less frequent and rare causes are the 
following: gumma of periostitis of the orbit, 
choroiditis (acquired syphilis), severe intra- 
ocular inflammatory processes of acquired 
syphilis, gumma of different components of 
the eye including keratitis pustuliformis pro- 
funda. ° 

It is of interest that in congenital syphilis 
the choroid and cornea are most susceptible 
to syphilitic involvement, its frequency being 
comparable to that of the osseous system; 
whereas in acquired syphilis the iris is more 
susceptible, the choroid is considerably less 
so and the cornea is rarely involved.* 

The decline in the incidence of syphilitic 
infection and of congenital syphilis in conti- 
nental United States is well known and has 
been documented by a number of reports. 

My purpose is to discuss influences of this 
decline and of the serologic tests for syphilis 
as they affect the eye as experienced at the 
Wills Clinic. 


DECLINE IN SYPHILITIC OCULAR LESIONS 


Syphilitic Uveitis—We first observed de- 
cline in incidence of syphilitic uveitis (iritis, 
cyclitis, iridocyclitis) about 1944 and subse- 
quently its complete disappearance. Its dis- 
appearance correlated the decline in incidence 
of early syphilis. Since about 1945 we have 
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not observed in the clinic a patient with pri- 
mary or secondary syphilis. 

In 1946 we reported ® on 72 cases of syphi- 
litic uveitis (predominately Negroes). Of 
this number the disease was unilateral in 
55 patients and bilateral in 17. In 12 patients 
the disease was of the iridorecidivous type; 
that is, the occurrence of iritis after insuf- 
ficient treatment of early syphilis. In its bio- 
logic significance it corresponds to neurore- 
currence (neurorecidivism ). 


Syphilitic uveitis invariably occurs in the 
late secondary stage of syphilis and is the 
predominating lesion of syphilis in this stage. 
This form of ocular involvement, insofar as 
it concerns blindness and industrial blind- 
ness, is less important than is interstitial 
keratitis and optic nerve atrophy. In our 
report, 61 affected eyes were studied for final 
visual acuity. One eye of four patients was 
industrially blind; in one eye of one patient 
visual acuity was nil; one patient was indus- 
trially blind in both eyes. 


Of the 17: patients with syphilitic uveitis 
who were treated with penicillin (first em- 
ployed in 1944), in no instance did we ob- 
serve iridorecidivism, although one of the 
17 patients had a cutaneous relapse of syphi- 
lis 10 months after treatment. It is likely that 
penicillin therapy of syphilitic uveitis will 
eliminate iridorecidivism since such treat- 
ment is more likely to be adequate and the 
patient is less likely to lapse treatment as 
with arsenical and bismuth therapy. 

‘Other Lesions of Secondary Syphilis — 
Perhaps the second most frequent ocular 
involvement of secondary syphilis is optic 
neuritis and then, relatively rare, severe in- 
traocular inflammatory processes including 
disseminated chorioretinitis, frequently called 
the Forster type. Although this type is char- 
acteristically expressed in its late atrophic 
stage with ring scotoma, its onset is usually 
in the late secondary stage of syphilis. At 
onset, there is diminution of vision, consider- 
able clouding of the vitreous that makes diffi- 
cult recognition of retinal edema, haziness of 
of the disc, and grayish-yellow areas of acute 
inflammation in the fundus. 


We no longer see patients with these 
ocular lesions of early syphilis. This again 
correlates the decline in incidence of early 
syphilis. 

Interstitial Keratitis——Subsequent to the 
disappearance of ocular lesions of early syph- 
ilis we observed a gradual and progressive 
decline in incidence of patients with initial 
attacks of interstitial keratitis of congenital 
syphilis. 

I am glad that I lived to see enactment of 
the premarital examination law requiring an 
approved serologic test for syphilis and the 
prenatal examination law requiring such test 
of every pregnant woman. 

These measures resulted in a syphilitic 
baby becoming an anachronism and spelled 
the disappearance of interstitial keratitis and 
of the little Hedwigs depicted in Ibsen’s 
drama. 

The premarital and the prenatal laws were 
enacted in Pennsylvania in 1939.4 These 
laws vary to some extent as to their content 
from state to state in the United States. 


Forty states now have premarital examina- 


tion laws and eight states do not (Arizona, 
Maryland, Minnesota, Mississippi, Nevada, 
New Mexico, South Carolina, Washington). 
Forty-two states have prenatal examination 
laws and six states do not (Alabama, Mary- 
land, Minnesota, Mississippi, Tennessee, 
Wisconsin). 

It should be noted that patients who have 
interstitial keratitis treated in the Wills 
Clinic are predominately from Pennsylvania, 
but are also from neighboring states—New 
Jersey, Delaware, and Maryland. 

In our study 7° of 485 patients with inter- 
stitial keratitis the predominating age at 
onset was between the 7th and 13th years for 
females and the 5th to the 20th years for the 
males. In a later study § of 145 patients 
there was only one patient, aged 4 years 
(about the youngest age in which we have 





t¢ The Venereal Disease Control Act of Pennsyl- 
vania (1945) consolidated the premarital and pre- 
natal reporting laws and repealed all previous laws 
relating to these matters. 
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observed the disease); two patients were 
aged 8. The age range of 47 patients was 
between 10 and 20 years. 


The aforegoing circumstances reasonably 
explain the gradual decline in incidence of 
new cases of interstitial keratitis with initial 
attack of the disease. This decline began to 
appear about 1946, seven years after enact- 
ment of the two aforementioned laws. A con- 
tributory factor, I believe, was the increasing 
custom of serologic test for syphilis of every 
pregnant woman for some years prior to 
enactment of the prenatal law. 

Now acute cases of interstitial keratitis 
seen in the clinic chiefly comprise recurrence 
of old interstitial keratitis or initial involve- 
ment of the second eye. Patients with initial 
attack of the disease are infrequently seen. 
Of these patients, some were born out of 
wedlock ; of others, the parents were married 
in states without premarital or prenatal 
laws, and still less frequently in states where 
the laws are operative. 


Other Lesions of Congenital Syphilis — 
Correlating with the decline in incidence of 
early congenital syphilis is the complete dis- 
appearance in our observation of other ocu- 
lar lesions of early congenital syphilis—iritis 
notably occurring in infants, dacryocystitis,|| 
optic neuritis, optic nerve atrophy (usually 
associated with neurosyphilis), atrophy of 
the iris, chorioretinitis, and perivasculitis of 
the retinal vessels.** 


Of 20 congenital syphilitic patients we re- 
ported ** who had optic nerve atrophy asso- 
ciated with neurosyphilis, the youngest age 
range was from 9 to 16 years. This applied 
to 6 of the 20 patients. 

In our study * of chorioretinitis of con- 
genital syphilis, we reported on 223 patients 
who had interstitial keratitis and 71 patients 
with congenital syphilis who had not had 





|| Dacryocystitis, Hutchinson’s triad, and. rhag- - 


ades were formerly common manifestations of con- 
genital syphilis. The rarity of these symptoms now 
is not entirely attributable to the decline in incidence 
of congenital syphilis, since for some years we have 
rarely observed these symptoms in patients with 
interstitial keratitis. 
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interstitial keratitis. The majority of these 
patients were between the ages of 8 and 25; 
relatively fewer were below 8 or over 30 
years of age. 

Of the 223 patients with interstitial kera- 
titis 30 (13%) had chorioretinal changes and 
18 (8.7%) had perivasculitis. In some pa- 
tients perivasculitis (of the retinal vessels) 
was observed as the only fundal lesion.f 
Of the 71 noninterstitial keratitis patients 
12 (16.9%) had chorioretinitis, and 10 
(14.8%) had perivasculitis. 

Of the total of 294 patients, 4 patients 
were industrially blind in both eyes. Chorio- 
retinitis is, therefore, not as important a 
cause of industrial blindness as is interstitial 
keratitis and atrophy of the optic nerve of 
acquired syphilis. 

From the aforegoing it becomes apparerit 
that new cases of the aforementioned ocular 
lesions of congenital syphilis should correlate 
with the age of the patients and the year in 
which premarital and prenatal examination 
laws were enforced in the state of their birth. 
Such correlation in our experience, with few 
exceptions, has been apparent. 

Optic Atrophy of Acquired Syphilis — 
Optic nerve atrophy of acquired syphilis 
was the last of ocular lesions of syphilis of 
which we observed a decline in incidence. 
This has been observed within the past few 
years. 


The following circumstance reasonably 
explains this lowered incidence: In our 
study ™* of optic nerve atrophy we reported 
on 377 patients with acquired syphilis. ._Ex- 
cluding one patient, aged 24 (the youngest in 
the series), the age range on admission was 
from 27 to 71 years; 13 patients were 27 
to 29 years of age, and 29 were 30 to 32 
years of age. The predominating age range 
was from 40 to 50 years; for example, 
193 patients were in this age range. Of a 
later reported series*® of 99  penicillin- 
treated patients, the age range was from 26 





J The presence of perivasculitis of the retinal 
vessels in a child or young adult, I believe, is not 
generally appreciated as an aid in diagnosing con- 
genital syphilis. 
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to 70 years; the predominating age range 
was from 40 to 50 years. 


Optic nerve atrophy of acquired syphilis 
is not likely to occur in patients in the early 
20’s since at least about 10 years is required 
for the disease to reach the symptom level. 
Involvement of the optic nerve in a patient 
in the early 20’s is more likely to be of con- 
genital syphilis. In our geographic location 
the trend of a progressive decline in the inci- 
dence of new cases of early syphilis was 
apparent in the early part of 1940. This 
circumstance doubtless explains the disap- 
pearance of optic nerve involvement in the 
earlier age range in which the disease ap- 


pears. 

Penicillin, first introduced into the treat- 
ment of syphilis in 1943, became available for 
general use in about 1946. Since then, a 
considerable percentage of the population has 
been treated with penicillin one or more 
times for a variety of pathologic processes. 
It is reasonable that patients with undiag- 
nosed asymptomatic syphilis were thus 
treated with penicillin and that such treat- 
ment thwarted the progress of neurosyphilis 
in prevention of optic nerve involvement. 
This applies to other treponemicidal antibi- 
otics—chlortetracycline (Aureomycin), oxy- 
tetracycline (Terramycin), and erythromy- 
cin (Ilotycin) although they exert less 
treponemicidal action than does penicillin. 


Penicillin therapy of syphilis has been 
more efficacious in treatment of syphilis in 
all stages than in the era of arsenical, bis- 
muth, and mercury therapy, which penicillin 
completely displaced. 

Routine serologic tests for syphilis on 
medical examination, more especially pre- 
employment examination, have doubtless 
contributed to discovery and treatment of 
asymptomatic syphilis. 


We are under the impression fewer pa- 
tients are now seen in the clinic with optic 
nerve atrophy of the rapidly progressive type 
who may become blind in one year or less— 
reminiscent of Conrad’s Captain Whalley 
(“he hardly dared to look, for fear of finding 
he could see less than the day before”). 





Our present clientele are chiefly in the 
older age range. These patients, as well as 
patients included in our previous published 
studies,# invariably have no knowledge of 
infection, have been untreated, and few have 
had previous serologic tests for syphilis. 


AN APPRECIATION OF WASSERMANN 


This report of the victory of the control of 
the devastating effects of ocular syphilis may 
well be my swan song and, too, may serve as 
an obituary of the ocular syphilis clinic at 
Wills Hospital, once crowded with patients 
with white optic discs and with white canes, 
but now relatively deserted. 


If I, as spokesman of the many patients 
who attended Wills Clinic, could get a mes- 
sage through to Dr. Wassermann by means 
of a mechanism, the existence of which was 
championed by some scientists, such as Sir 
Oliver Lodge, Charles Richet, F. W. H. 
Myers, Baron A. Schrenck Notzing, Cam- 
mile Flammarion, and others, it would be as 
follows: “Words do not serve to express 
our appreciation. Your serologic test has con- 
tributed to elimination of the scourge of con- 
genital syphilis ; you have conserved our eye- 
sight to see the beautiful—the starlit sky, 
the red of the rose, and the golden shafts of 
the setting sun. We are forever grateful to 
you, Dr. Wassermann—munificus humani 
generis largitor.” 


1934 Spruce Street, Philadelphia 
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ARTHUR WILLIAM STILLIANS, M.D., Chicago 
AWNING 


In spite of the many studies of syphilis by 
great minds since the end of the fifteenth 
century, as brilliantly presented by Pusey 
in his “History of Syphilis,” there remained 
at the end of the nineteenth century many 
unsolved problems, especially in regard to 
syphilis of the nervous system. Even as late 
as ten years ago Merritt, Adams, and Solo- 
mon, in their valuable discussion of this 
branch of syphilology included a chapter on 
“Puzzles and Errors.” What then of the 
puzzles and errors of 1896? I ask my 
younger readers who did not experience 
the difficulties facing the neurologist of the 
last century, to try to imagine themselves in 
that era, faced by the need of deciding in a 
given case whether syphilis had played any 
part in causing a neurological disorder. No 
laboratory aid is available, very little is 
known about syphilitic meningitis, and the 
only active antisyphilitic drug known is 
mercury. 


Were tabes dorsalis and general paralysis 
of the insane due to active syphilis, or only 
evidences of degeneration? Gowers, in the 
1888 edition of his textbook states that 
tabes dorsalis is hereditary, related in some 
way to general paralysis of the insane, and 
caused by syphilis in two-thirds of the cases. 
“It is certain, however, that syphilis is not 
the only cause of the disease.” 


Bristowe, in his Lettsomian Lectures be- 
fore the London Medical Society in 1893, 
painted a vivid picture of the difficulties 
confronting the neurologist of that day in 
differentiating syphilitic from nonsyphilitic 
disease. He described in detail cases in which 
he suspected syphilis, and many in which 
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he had performed the necropsy. In the kid- 
neys of a woman in whom there had been 
no history of syphilis he found fibrous de- 
posits in the veins. Had they been in the 
arteries he might have dismissed them as 
infarcts. Suspicion of syphilis was aroused 
in his mind because they resembled the 
“knotty tumors” formed in some livers, 
“which we now know to be syphilitic.” 


Bonar, reviewing the cases of tabes dorsalis 
in Prof. M. Allen Starr’s clinic from Janu- 
ary, 1888, to January, 1901, writes that the 
weight of opinion in 1901 was that tabes is 
a postsyphilitic disease. Of 286 cases they 
obtained a good history in only 166, a little 
over 58%. Syphilis was denied or absent 
in 30%. 

Only two years later came the first of a 
long series of discoveries. Metchnikoff and 
Roux announced that syphilis can be inocu- 
lated into animals. The discovery of the 
Treponema pallidum (Spirochaeta pallida), 
the application of the complement fixation 
reaction to the diagnosis of syphilis, the 
study of the spinal fluid, followed in what 
today seems rapid succession. 

My predecessor at Northwestern Univer- 
sity Medical School, Dr. Frederick G. 
Harris, was one of the first to demonstrate 
the spirochete and the Wassermann reaction 
in Chicago. 

Discovery of the T. pallidum in the brains 
of paretics was reported by Noguchi and 
Moore. In the spinal cord of tabetics it was 
much harder to find, and Moore reports that 
up to 1940 in spite of careful search it had 
been found in only eight cases. These dis- 
coveries settled the old debate of the 19th 
century. 

Ehrlich’s “606” came into use rapidly, 
but his idea of the possibility of curing 
syphilis by one large dose caused trouble 
for many patients, who developed symptoms 
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of involvement of the nervous system after 
inadequate dosage. These symptoms cleared 
readily in most cases and made an important 
contribution to the knowledge of syphilis, 
for they showed that the nervous system is 
involved early in the course of the disease. 
Lang in 1880 had noted that bilateral hemi- 
anopsia in young persons occurred most 
frequently in those with syphilis. His ob- 
servation was forgotten until this confirma- 
tion by “neuro-recurrence,” so-called. 

A series of spinal fluid examinations on 
200 patients with early syphilis from our 
clinic at Northwestern University in 1928 
to 1930 showed increase of cell count and 
of globulin in the spinal fluid of syphilitics 
before secondary symptoms had appeared. 


Very soon after arsphenamine came into 
use, Marinesco saw the need of a more direct 
attack on neurosyphilis. He drew blood from 
the veins of his patients a short time after 
an intravenous injection, separated the 
serum, mixed it with spinal fluid, and re- 
injected this mixture into the spinal canal. 
He did not develop this method, nor did 
Robertson in 1913, but it was thoroughly 
tried out by Swift and Ellis in 1915 and 
proved very valuable for cases resistant to 
intravenous medication. 

Tryparsamide, valuable in the treatment 
of trypanosomiasis, was tried and found of 
value in neurosyphilis. Frequent examina- 
tion of the visual fields was necessitated by 
its toxicity for the optic nerve. 


Having read reports by Russian observers 
who had noted improvement in neurosyphi- 
litics after an attack of fever, Wagner- 
Jauregg, of Vienna, made a trial of arti- 
ficially induced fever and later of infection 
with malaria as an adjunct to chemical treat- 
ment, with decided success. This welcome 
contribution to therapy has been widely used. 
As recently as 1952 Marchionini reported 
that the percentage of neurosyphilis at the 
clinics in Istanbul was comparable to its 
frequency in other capitals of Europe; but 
in Ankara, in Anatolia, such cases were 
seldom seen though late skin and bone 
syphilis was common. Of 327 cases of late 
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syphilis only 1 had clinical and spinal fluid 
evidence of neurosyphilis. Malaria is com- 
mon in Anatolia. 


Since 1943 and the application of Flem- 
ing’s great discovery to the treatment of 
syphilis, experts are questioning the need 
of fever therapy. Several have observed as 
good results from penicillin alone as from 
its combination with fever. 

The campaign, waged since 1914, to edu- 
cate the citizens in the means of protecting 
themselves against infection and of prevent- 
ing spread of the disease has done much to 
lessen the plague. Chicago, largely through 
the efforts of Drs. Pusey and Belfield, was 
the first large city in the United States to 
adopt strict reporting and follow-up of 
venereal cases, and this work continues. 

Prince A. Morrow, Raymond B. Fosdick, 
William F. Snow, and Thomas Parran were 
most influential in this movement. 


Along with the discoveries and inventions 
of new laboratory methods and therapy, the 
study of, the clinical features of neurosyphilis 
has been efficiently maintained by Kraepelin, 
Fraenkel, Nageotte, Spielmeyer, Stern, Has- 
sin, and many others. Neurosyphilis in chil- 
dren has been the subject of studies by 
Schmidt-Kraepelin in 1920, Klauder and 
Solomon in 1923, Jeans and Cooke in 1930, 
and Menninger in 1935. 

Syphilis is becoming an uncommon dis- 
ease. Chatagnon, Pilon, and Grimberg report 
that the number of cases of syphilis admitted 
to the Hépital de Maison Blanche in Paris 
increased a great deal during World War II 
and the invasion of France; but since then 
it has rapidly decreased, until for 1953 and 
1954 there were no such cases admitted. 

Gowers, quoted by Merritt, Adams, and 
Solomon, remarked years ago, “It is the old 
and inevitable antagonism between pathology 
and therapeutics. Each flourishes at the ex- 
pense of the other. The ends for which we 
gain our knowledge are the chief obstacle 
to its acquisition. We know most about the 
pathology of the diseases which we fail to 
cure. In proportion as we are successful in 
treatment we are dependent on the ‘chapter 
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NEUROSYPHILIS IN DECLINE 


of accidents’ for information as to the real 
nature of the disease.” 


In my opinion there will be no lack of 
opportunity for the study of neurosyphilis 
for many years to come. There has been a 
rather steady decrease in the rate of occur- 
rence of syphilis for several years past; 
but now the rate of annual decrease has 
slowed up, and the American Social Hygiene 
Association is warning of flare-up of the 
disease, due to juvenile delinquency, les- 
sened appropriations for the work of control, 
and lack of trained personnel. Eighteen 
states have reported epidemics of infectious 
syphilis, many of the cases in teen-agers. 
The latest Public Health Service estimate is 
that in this country 1,921,000 persons have 
syphilis requiring treatment and 87,000 new 
infections have occurred in one year. 


Though penicillin has proved a wonder 
drug in the treatment of syphilis, it is still 
being used inefficiently by some doctors. 
Reports of early cases inadequately treated, 
later developing signs of neurosyphilis, still 
appear in the literature. Emphasis must be 
put on the fact that the early months after 


_ infection offer the great opportunity to pre- 


vent neurosyphilis. Education of the youths 
must be continued and intensified, prostitu- 
tion and alcoholism combated. New problems 
will undoubtedly arise and demand further 
research. 


Kierland, in the eighth edition of the 
Ormsby-Montgomery text, expresses his 
opinion that it is possible for “active and 
progressive neurosyphilis” to exist in the 
absence of evidence in the spinal fluid. Here 
we are confronted with a problem like those 
faced by our 19th century predecessors. 
We do, however, have finer clinical methods. 
The possibility of reactions to beginning 
treatment and the spirochete immobilization 
test may come to our aid. 


Prof. Max Nonne in his ninety-second 
year recounts in a recent number of Hautarzt 
his experiences among the great syphilogra- 
phers of Europe. “We must not forget,” he 
writes, “that the constitution of the patient 





plays an important part in the fate of his 
syphilis.. Nearly 150 years ago Ricord taught 
that ‘Chacun fait sa vérole.’” This is sup- 
ported by the Oslo Study of Untreated 
Syphilis in 1954. In 6% of the untreated 
cases the nervous system became involved. 
This 6% must be protected. 


Nonne also mentions how the older doc- 
tors with astonishment had recalled cases 
of well-established syphilitics who had re- 
ceived only one classic course of treatment, 
or only a course of baths, who nevertheless 
lived to a ripe old age without any evidence 
of the disease, or any sign of involvement of 
wife or descendants through the third gen- 
eration, 


Esmarch, infected in a finger during an 
operation in his 64th year,.was treated with 
mercury and iodides and the baths at 
Aachen. He lived in apparent good health 
to the age of 86 and was so impressed by 
the versatility of syphilis that he imputed to 
it many sarcomas. 

Nonne continues : 

To find the answer to the remaining questions about 
syphilis, syphilologists, serologists, internists, and 
neurologists with psychiatrists must collaborate, for, 


except for tuberculosis, no disease changes the color 
of its face, like a chameleon, more than syphilis. 


What I read in Ricord’s book 67 years ago at the 
age of 25 has in long years of national and interna- 
tional work with syphilis of the bones, internal 
organs and especially the nervous system, echoed 
in my ears. It repeats “Oh Syphilis, quand seras tu 
comprise?” 


The answer to this question is on the way. 
If penicillin keeps its promise, the hand- 
writing is on the wall for syphilis. It may 
be however, that syphilis, like smallpox, will 
remain for many years in certain foci, to 
break out in small epidemics occasionally. 
The World Health Organization of the 
United Nations must keep a sharp lookout 
for such outbreaks as it does now for bubonic 
plague. 

All honor to those living and dead, who 
have devoted themselves to the study of this 
malady and to the work of eliminating it. 


104 S. Michigan Ave. (3). 
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It was almost impossible to make a diagno- 
sis of syphilis in the pregnant mother before 
Wassermann devised his serologic test for 
that disease. The great majority of such 
mothers do not have any signs or symptoms 
of syphilitic disease even when a most ac- 
curate history is taken and a searching physi- 
cal examination is made. Since the history 
of syphilis in any family was hard to elicit 
because of the shame of having such a dis- 
ease, it was not of much importance. In most 
instances the father would never admit that 
he had been afflicted with such a disease. 
This observation was not only true in the 
pregnant mother but it was true in nearly 
all syphilitic persons. Most persons suf- 
fering from syphilitic disease are in the state 
of latency most of their lives. There was no 
way of diagnosing this condition in the pre- 
Wassermann era. As a corollary to this state- 
ment, many conditions due to syphilitic dis- 
ease were not recognized as belonging to that 
category until serologic tests became more 
or less a routine procedure. 


The Wassermann reaction was far more 
valuable in the diagnosis of syphilis than the 
demonstration of Treponema pallidum 
(Spirochaeta pallida) in the living body. 
Only the primary lesion and secondary erup- 
tions containing these organisms could be di- 


agnosed by the use of the dark-field illumi-. 


nator. In early and late latency it was of no 
use. The Levaditi impregnation method was 
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devised to demonstrate T. pallidum in tissues, 
but this method was so uncertain, unpre- 
dictable, and unreliable that not much infor- 
mation was gained from its routine use. The 
Wassermann reaction then became the single 
greatest instrument in the detection of syphi- 
litic disease. Before the Wassermann reac- 
tion was perfected the treatment of syphilis 
50 years ago was ineffective, not only in 
pregnant mothers but in all types of early 
syphilis. Four years after the Wassermann 
test was used for the diagnosis of syphilis 
Paul Ehrlich compounded arsphenamine 
(Salvarsan), which seemed to be a specific 
for all types of early syphilis. The unborn 
fetus would belong in that classification. Two 
years before that Schaudinn and Hoffmann 
had demonstrated the T. pallidum in syphi- 
litic lesions. The cause, the serologic tests, 
and the specific treatment constituted a triad. 
With these implements at hand for the suc- 
cessful diagnosis and treatment of syphilitic 
disease the syphilitic population started on a 
downward gradiant which continued for 50 
years, except only during World Wars I and 
II, when there was a temporary sharp rise 
in numbers of infected persons. Again the 
course was downward, when penicillin en- 
tered the field of therapy and eradicated this 
disease so rapidly that syphilis ceased to be 
epidemic and became endemic. 


Soon after this triad was known medical 
men all over the civilized world began to use 
the Wassermann test for the detection of 
syphilis in pregnant mothers as well as in 
all other suspected cases.* The test was al- 
most as sensitive in early syphilis at that time 





* Syphilitic serologic tests are not universally 
performed on the entire population. 
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as it is today, but it took 40 years for the 
medical profession and the people at large to 
become educated enough in this work to make 
blood testing a standard procedure on all 
hospitalized patients and especially upon preg- 
nant women. During that time the Wasser- 
mann test had been so refined and its vari- 
ations had become so numerous that many 
cases of syphilis of all types were uncovered. 
The number increased yearly as the effici- 
ency of the serologic tests increased. This 
was not an unmixed blessing. As soon as 
the refinements of the serologic tests began, 
certain cases were uncovered who had posi- 
tive reactions without any signs of syphilis. 
No history of that disease was obtainable, 
and in many instances there were healthy 
children in the family. The blood banks were 
among the first ones to pick up these sero- 
logically positive bloods, although these false 
tests were not unknown before that time. 
They were called false biologically positive 
syphilitic reactions. Wassermann originally 
believed that syphilitic infection formed spe- 
cific antibodies in the blood. These antibodies 
were part of the circle of his test. This proved 
to be sound reasoning. All of the fractions 
used in the performance of the Wassermann 
reaction were drawn from various sources.+ 
The antigen made from beef or guinea pig 
heart and utilized in the circle of this reaction 
made the Wassermann test a group reaction. 
There were many diseases that would give 
positive Wassermann reactions which were 
not due to syphilitic disease. About 1% of 
all these syphilitic tests belonged in this 
category. There is no doubt that a compara- 
tively large number of persons were treated 
for syphilis who never had it. Among these 
were a certain percentage of pregnant women. 
The false and true serologic reactions can 
now be placed in their proper classification 
by the use of the Treponema immobilization 
test or the flocculation test. The antigen 





+ Foreign substances were used in the Wasser- 
mann test. Only one, the syphilitic serum, was of 
human origin. The others were derived from ani- 
mals. They included sheep R. B. C., beef or guinea 
pig heart, guinea pig blood, and rabbit serum. 


TEST AND PREGNANCY 


used in the Wassermann reaction and in 
other reactions was a complex substance hav- 
ing many active fractions. One of these 
antigenic fractions unites with antibodies of 
nonsyphilitic origin, producing the false-posi- 
tive reaction, but Wassermann’s conception 
that the specific antibodies will unite only with 
the T. pallida themselves or the antigen de- 
rived from them was sound. When the sera 
of syphilitic patients was placed in contact 
with these same organisms or the antigens 
derived from them, the Treponomata were 
immediately immobilized or their ground-up 
bodies formed flocculations from that source. 
When the blood was nonsyphilitic, there 
were no syphilitic antibodies present to cause 
this reaction. Hence, the Treponomata re- 
mained mobile or the flocculation test was 
negative. The principles laid down by Was- 
sermann and Ehrlich were thus utilized in 
perfecting the Treponema immobilization 
test and its derivatives. The false Wasser- 
mann test was eliminated. 


Before the Wassermann serologic test was 
devised thousands of syphilitic children were 
born to parents who did not even suspect 
they had the disease. Most congenital syphi- 
litics show no sign of the disease at birth, 
and hence they were not diagnosed as such 
until they began to develop the unmistakable 
stigmata of the congenital syphilitic, such as 
the Hutchinson’s triad (eighth-nerve deaf- 
ness, notched upper incisors, and interstitial 
keratitis), saber shins, and such other ob- 
vious stigmata that Jonathan Hutchinson 
had described with such clarity. Many of the 
infants were born with the tardive or latent 
type of syphilis, showing no evidence of this 
disease at any time during their lives. The 
latter followed two courses. They developed 
strange and bizarre signs and symptoms that 
would not fall into the category of ordinary 
or extraordinary diseases that were undoubt- 
edly due to syphilis but were never so di- 
agnosed. These included juvenile paresis, 
other central nervous system involvements, 
optic atrophy, and a host of other conditions. 
At that time these entities were not thought 
to be remotely connected with syphilis. Even 
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the great Hutchinson seldom placed such 
bizarre manifestations in their true category. 


Secondly, a certain percentage cured them- 
selves. 


In a survey by me of over 200 syphilitic 
families it was found that 26% of the chil- 
dren born to proved syphilitic families had 
negative serologic tests. These were not al- 
ways the first or last children of the family 
but might be any one of them. The fathers 
and mothers followed the same rule. This 
was a confirmation of the work of Bruus- 
gaard, who showed that almost 28% of 
syphilitic patients overcome their disease 
through their own immunological forces. 


The utilization of the Wassermarin reac- 
tion was the first step in the uncovering of 
hidden syphilis, and, since it was quite ac- 
curate in early syphilis, the contagious stage 
of syphilitic patients was shortened and often 
eliminated altogether by treatment with Sal- 
varsan and later the arsphenamines. It did 
not take true diagnosticians long to institute 
treatment for the syphilitic mother before 
the birth of her infant. Pathologic studies 
had already demonstrated the fact that the 
T. pallidum was not well entrenched in the 
embryonic tissue before the fourth month. 
Finally the combined experience of individual 
physicians and the great clinics, such as the 
Co-operative Clinic, demonstrated the fact 
that administration of 11 weekly doses of 
neoarsphenamine to mothers after the fourth 
month of pregnancy was followed by gratify- 
ing results. It was variously estimated that 
from 85% to 90% of the infants who were 
born alive were free from any syphilitic taint, 
either physically or serologically. The pas- 
sive transfer of syphilitic antibodies from 
the mother to the infant was taken into con- 
sideration when the infant’s blood showed 
positive serologic findings. The arsphena- 
mine treatment of the mother was the one 


of choice, and it was decided that the treat- 


ment should begin and end with that medium, 
and that if possible as many as 20 such doses 
should be given. It was generally conceded 
by all but Ingraham that there was little 
risk in treating the pregnant mother with 
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arsphenamine if she were otherwise in good 
physical condition. In fact, it was thought 
that these women took their antisyphilitic 
treatment better than those who were not 
pregnant, Ingraham? dissenting. The wider 
utilization of the serologic test for syphilis 
and the energetic treatment of the early 
syphilitic and of the pregnant woman started 
syphilis on its downward gradiant from 
which it never deviated, with the exceptions 
already noted. In the last 10 years penicillin 


_has entirely replaced the heavy metals. It 


seems to be the true specific for the com- 
bating of syphilitic disease. To my knowledge 
it has never lost its efficiency in destroying 
the T. pallidum. We are beginning to think 
that it is possible that it sterilizes the whole 
body. Pregnant syphilitic mothers treated 
by this means have very few serious reac- 
tions. In fact, in the clinics with which I 
have been connected penicillin reactions in 
the syphilitic are much less common than 
they are in other diseases treated with that 
same antibiotic. The percentage of healthy 
infants born to mothers under proper treat- 
ment with penicillin is almost 100 and has 
a considerable edge upon the old arsphen- 
amine method. 


A well-grounded rule was laid down for the 
treatment of these women. If it had once 
been demonstrated that they were syphilitic 
and in the course of events their blood be- 
came negative, it was considered obligatory 
to give them at least 12 doses of neoarsphen- 
amine during each and any pregnancy. We 
are beginning to think that we will not hold 
to the letter of the law in the case where 
penicillin is used. It is now thought that, 
once the blood of the mother is negative, it 
is not necessary to treat her with penicillin 
during each pregnancy, but it is still con- 
sidered good medicine to do so if her sero- 
logic tests are positive. 


In the days before the triad was utilized the 
syphilitic mother had a great many abortions 
and stillbirths. She became pregnant oftener 
than the nondiseased woman and in the 
course of events would often have a large 
family of syphilitic children. They began to 
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die in the first year and but few of them 
lived to become adults, and those few, unless 
they belonged to a latent group, were a 
nuisance to themselves as well as to others. 
They died before their 25th year. This state- 
ment must be tempered by the fact that man’s 
average span of years in those days was 
slightly under 40 years, even though he had 
no syphilis. I can best recount the course of 
the lives of these persons from the congenital 
syphilitic clinic, which I established in 1916 
at Children’s Mercy Hospital. When I first 
started the clinic there were but a few pa- 
tients. The number increased the first year 
to about 25 each treatment day, which was 
once a week, although we had two other days 
for the examination and diagnosis of new 
patients. From 1915 to 1939 the number of 
patients gradually increased until we had the 
peak load of 185 to 190 patients on treatment 
days. Then the numbers began to decrease 
until 1945, when there were about 25 patients 
on treatment day. Since the advent of peni- 
cillin there has been a decreasing number of 
congenital syphilitics until now there are 
only a few. A congenital syphilitic baby with 
florid manifestations is hailed by the entire 
staff as an object of curiosity. The triad, 
even without the addition of penicillin, was 
the cause of the disappearance of the con- 
genital syphilitic from the field of syphilis. 
There is no way to estimate how much the 
life of these patients was lengthened by mod- 
ern treatment, but it was lengthened, and a 
great many children and adults who without 
treatment would have been helpless invalids 
or would have soon perished are now valu- 
able citizens who are making their own way 
creditably in the world of competition. Sixty 
of these patients were collected. They and 
their children and their children’s children 
were studied. The 60 original patients have 
been observed for over 25 years. Their aver- 
age age is slightly below 50 years. Many of 
these were seen at the age of 15 to 25 years, 
and some who had the most florid manifesta- 
tions are still living after 40 years and doing 





a good job of making their living. Twenty- 
nine children who were the issue of untreated 
congenital syphilitics were studied, and in 
most instances the blood, cerebrospinal fluid, 
and x-ray findings were recorded. Over 
50% of them had slight changes in their 
serologic tests or physical manifestations that 
could be the result of a transmitted syphilis. 
The great Hutchinson in 1900 stated at the 
world conference in Paris that a great many 
of the children born to congenital syphilitics 
had some manifestations that might be at- 
tributed to that disease, although not char- 
acteristic of it. Thirty children were selected 
who were born to congenital syphilitic par- 
ents who had received adequate treatment. 
None of them had positive serologic tests and 
none of them had any physical defects that 
could be attributed to syphilis. In fact, they 
compared very favorably with a similar group 
of normal children with no background of 
syphilitic disease. This study clearly demon- 
strated the fact that the children of untreated 
congenital syphilitics suffer from certain 
defects that can be attributed to that disease, 
while children born of adequately treated 
congenital syphilitic parents show no such 
defects. 


The Wassermann reaction has not only 
been the greatest instrument in the detection 
of hidden syphilis and syphilis of all kinds, 
but its accurate and scientific principles, as 
conceived by Wassermann, spearheaded the 
active research work into all biochemical 
problems. It is fitting then that we should 
pay tribute to this man, who has been the 
main factor in the elimination of a plague 
that has decimated mankind for centuries. 


1524 Professional Building (6). 
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When I was a student at the College of 
Physicians and Surgeons, Columbia Univer- 
sity, Dr. George Henry Fox was Professor 
of Dermatology and Dr. Robert W, Taylor 
was Professor of Genito-Urinary diseases 
and Syphilis, Both Dr. Fox and Dr. Taylor 
were charter members of the American 
Dermatological Association. Mention should 
be made of the fact that in the European 
clinics dermatology and venereal diseases 
were under one department head. When Dr. 
John A. Fordyce accepted the Chair of 
Dermatology at Columbia University in 1912 
it was with the understanding that syphilis 
would be transferred to his department. 

The progress made in our knowledge of 
syphilis has all taken place since the early 
part of the present century. Up to that time 
those of us connected with that specialty can 
recall that the disease was treated solely 
from a clinical standpoint, one never knowing 
when a patient was really cured. 

It is just about 50 years ago that a new 
era was opened to the dermatologist with the 
discovery of the Spirochaeta pallida (Trepo- 
nema pallidum), the Wassermann reaction, 
and Salvarsan. Those of us who went into 
the field of syphilis had to learn laboratory 
methods, the technique of the Wassermann 
test, and newer experience with intravenous 
medication. Laboratory technicians had to be 
trained in this new type of blood examination, 
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and additional laboratory facilities with ex- 
pensive apparatus had to be acquired. 

Up to this time treatment consisted of 
mercury injections, either in the form of 
soluble mercury bichloride or the insoluble 
mercury salicylate, or in some instances in 
the form of mild mercurous chloride (calo- 
mel) or mercury inunctions, especially in 
infants, and in adults when the other modali- 
ties were unobtainable. Iodides were used 
much more frequently than at present, espe- 
cially in the tertiary cases and during the rest 
periods. Patients responded very well from 
a clinical standpoint to this type of therapy, 
but one never knew how long to continue 
treatment because one had no available tests 
as an indicator. As a result patients would 
report annually for prescribed courses of 
treatment, which often continued for many 
years. In a large number of cases treatment 
was discontinued as soon as skin manifesta- 
tions receded. It was in this group that in 
later years tertiary complications occurred, 
such as gummata of the skin and bones, men- 
ingoencephalitis, tabes dorsalis, optic atro- 
phy, and dementia paralytica. 

With the discovery of the spirochete, Was- 
sermann test, and the arsenicals, a new spe- 
cialty developed. Quite a number of derma- 
tologists and some nondermatologists entered 
this field. Although known, it was soon 
emphasized that syphilis was not a skin dis- 
ease but a constitutional one and that any of 
the important organs may become invaded 
early. It was essential, therefore, for those 
of us concentrating on the treatment of 
syphilis to have special training in internal 
medicine, with emphasis on the branches of 
neurology, ophthalmology, and cardiovascu- 
lar disease. 

I should like to mention some of the diffi- 
culties we encountered in these early days 
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with the new diagnostic and therapeutic pro- 
cedures. 


I was fortunate in being associated with 
the late Dr. John A. Fordyce, who was Pro- 
fessor of Dermatology and Syphilis in the 
College of Physicians and Surgeons, Colum- 
bia University. The Vanderbilt Clinic was the 
clinical section of the medical school, and it 
was there that the first ambulatory clinic, to 
my knowledge, for the treatment of syphilis 
was established. At that time blood for the 
Wassermann reaction was taken from the 
lobe of the ear or the tip of the finger and 
drawn up into a capillary tube by suction. 
Puncturing a vein was thought to be a dan- 
gerous procedure on account of the possibility 
of an air embolus. The needles purchased 
from the manufacturers were crude and of too 
large a caliber and often responsible for diffi- 
culties in obtaining blood. At the Vanderbilt 
Clinic we had to develop a technique for 
sharpening the needle, making a long beveled 
edge. With a little experience this made the 
procedure easier and less painful. 


When the original “606” of Ehrlich was 
brought to this country, Dr. Fordyce was 
among the first of the syphilologists to receive 
a batch before it was placed on the market. 
The first lot of the drug had to be given 
intramuscularly. The patient was hospital- 
ized and prepared as though he was to under- 
go a major operation. The following morn- 
ing he was wheeled into the operating room, 
surrounded with a staff of physicians and 
nurses. The lower back was scrubbed and 
prepared as for surgery. The Salvarsan, 
contained in ampules of 0.6 gm., was dis- 
solved in a beaker containing 10 to 15 cc. 
of hot freshly prepared sterile distilled water 
and allowed to cool. This was injected into 
the musculature of the lower lumbar area, 
one-half on each side. The site of the injec- 
tion was securely bandaged, and the patient 
was returned to bed. After several hours 
pain became intense, requiring opiates. This 
was followed after several hours by a rise 
in temperature, as high as 103 to 104 F, 
accompanied by nausea and sometimes vom- 
iting, occasionally lasting several days. At 


the site of injection a large swelling was to 
be seen, with deep infiltration. After a week 
or 10 days the tissues would break down, 
and a large sloughy ulceration resulted, which 
required many weeks to heal. The syphilitic 
cutaneous manifestations rapidly disappeared. 


This intramuscular method, owing to its 
severe reactions, was soon found to be im- 
practicable. It also incapacitated the patient 
for many weeks. Changes in the manufac- 
ture of the drug were soon worked out by 
Ehrlich and his co-workers, and they im- 
proved the product so that it could be given 
intravenously. In this connection it might 
be well to state that intravenous medication 
to a great extent owes its introduction as a 
modality of therapy to the treatment of syphi- 
lis. Up to that time very few medicaments 
were given by this method. Since then great 
advances have been made in the development 
of pharmaceutical preparations for such use. 
In the early days of the Salvarsan era many 
physicians, in order to introduce the drug, 
cut down on the vein, as they thought it im- 
possible to do so by means of puncture 
through the skin. This method was soon 
abandoned. 


The new preparation was put up in am- 
pules varying in dose from 0.2 to 0.6 gm. 
This powder was dissolved in freshly dis- 
tilled sterile water, a dilution of from 10 to 
20 cc. being used for each decigram. Being 
acid in reaction, it had to be neutralized by 
slowly adding drop by drop a solution of 2% 
sodium hydrate. This was placed in a gravity 
cylinder, suspended from a stand which was 
raised 3 to 4 ft. above the level of the table, 
so that the flow of the fluid would not enter 
the vein too rapidly. Here again reactions 
of varying intensity occurred in the hands of 
the most experienced with the best technique. 
The patients were kept in bed until the fol- 
lowing morning. One or two injections were 
believed to eradicate the infection. Now as 
the drug was placed on the market for gen- 
eral use many difficulties arose. Physicians 
with very little experience in intravenous 
medication were treating patients, and al! 
kinds of unsatisfactory reports were pub- 
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lished. Severe skin reactions resulted, and 
in some instances fatalities occurred. The 
result was that the drug had to be improved 
upon, and every improvement required a 
greater number of injections. It was finally 
decided to give this less toxic preparation in 
courses of six to eight at weekly intervals 
with a rest period of at least four to six 
weeks, during which time the patient was to 
receive intramuscular injections of mercury 
or bismuth after this drug was developed. 


During the First World War, before the 
United States entered the conflict, we were 
unable to obtain Salvarsan from Germany. 
It was at this time that the late Dr. Jay 
Frank Schamberg, of Philadelphia,. came to 
our rescue. Through his experience in chem- 
ical research he was able to obtain the for- 
mula and procedure in its manufacture. He 
named his product arsphenamine and it was 
known to be just as efficacious as the German 
product. This was a great contribution at a 
time when we were in desperate need of the 
medicament. 


Early in the War, before we entered it, the 
United States Government selected training 
centers for instructing medical officers in the 
Army and Navy in the early diagnosis and 
technique of the treatment of syphilis. The 
Vanderbilt Clinic, which had a large well- 
organized staff under Dr. Fordyce with 
plenty of clinical material, was chosen as one 
of these centers for teaching the technique 
of dark field, preparation of the drugs for 
intravenous use and intramuscular injection, 
as well as the technique of lumbar puncture 
and other diagnostic procedures associated 
with spinal fluid examination. This training 
covered a period of about six weeks, when it 
was followed by other groups of 26 medical 
officers. 

One of the most difficult phases of the 
treatment of syphilis was that of congenital 
origin. The newborn infant of an active 
syphilitic mother with skin and mucous mem 
brane lesions was so debilitated that every 
type of therapy at our disposal was of little 
avail and the majority of these babies died. 
The problem was mainly solved when our 
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Health Departments passed laws compelling 
premarital physical examination and Wasser- 
mann tests of every couple contemplating 
marriage. However, before this law was 
enacted we developed a method of therapy 
which proved efficacious in these early cases. 
The late Dr. Fordyce and I were associ- 
ated at that time with the Sloane Maternity 
Hospital, where we had access to these in- 
fants right after birth. We developed a plan 
of intramuscular injection of a neutral neo- 
arsphenamine ( Neosalvarsan) , a product spe- 
cially prepared for this use by one of the 
pharmaceutical firms. We dissolved 0.1 dg. 
in 5 cc. of sterile saline solution and with a 
special needle injected it into the gluteal 
musculature, one-half in each buttock. With 
this method we rarely had any untoward 
effects, and, to our satisfaction, the clinical 
results were so remarkable that infants in 
whom the prognosis was doubtful were free 
after a few weeks of all external skin and 
mucous membrane lesions. Treatment was 
carried on systematically for six or seven 
weeks and was followed by a rest of a few 
weeks during which time small doses of mer- 
cury bichloride in a base of palmatine were 
administered. Before injection this was 
placed in a warm solution to dissolve the 
palmatine making it easy of introduction. 


This method was used for a number of 
years and was the first systematic type of 
therapy applied to congenital syphilis. In a 
paper published in the Archives of Derma- 
tology and Syphilis by Dr. Fordyce and me 
we give a detailed outline of the method 
employed and in a subsequent number report 
our results after a few years, showing that a 
negative Wassermann reaction was obtained 
in 53% of the infants and children so treated. 
It was believed that the Wassermann test 
was rarely reversed in congenital syphilis. 
Up to this time the treatment with mercury 
rubs influenced the clinical manifestations 
but failed to reverse the serology. 

Preventive measures are the ideal of the 
medical profession. The syphilologist has 
done much to deserve credit for the reduction 
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of the incidence of cerebrospinal syphilis. His 
insistence on lumbar puncture in every case 
of the disease resulted in detection of sero- 
logical changes in the early inflammatory 
stage, which otherwise would have pro- 
gressed and caused irremediable damage. 
Further treatment with reenforced methods 
brought in most instances a halt in the ad- 
vance of the disease. In addition to arsphen- 
amine (Salvarsan) and neoarsphenamine 
(Neosalvarsan), silver arsphenamine (silver 
Salvarsan.), and tryparsamide were used, and 
when these were unsuccessful the Swift-Ellis 
intraspinal treatment, malaria and other 
fever-producing methods proved efficacious. 
There is no doubt that the great reduction 
in tabes dorsalis, optic atrophy, and dementia 
paralytica can be attributed to these proced- 
ures, 


Many articles were written about the ad- 
vantages of one method or another in the 
treatment of syphilis in its various stages. The 
majority of syphilologists agreed that the 
earlier treatment was begun the more satis- 
factory were the results. Some advised 
intensive methods of various types ; however, 
these were often followed by reactions severe 
in nature. Prior to the discovery of penicillin 








the five-day treatment was devised and was 
acclaimed with a great deal of enthusiasm. 
The object was to control the infection very 
early and to avoid prolonged treatment. The 
treatment consisted of hospitalization of the 
patient and continuous intravenous medica- 
tion with one of the arsenicals over a period 
of five to seven days. This was believed to 
be ideal, but reactions of varying intensity 
resulted in a certain percentage of cases, and 
even fatalities were reported. All these dif- 
ferent types of treatment have now been 
replaced by penicillin. 


The teaching of syphilis in the medical col- 
leges today will have to be carried out with 
photographs and lantern slides. Formerly 
one could demonstrate to the students at al- 
most every clinical session active cases of 
primary, secondary, tertiary, and cerebro- 
spinal involvement. In view of the fact that 
syphilis in the private practice of the spe- 
cialist has been greatly reduced and that the 
general practitioner treats these cases, it 
might be well at this point to emphasize the 
importance of following up these cases for 
involvement of the central nervous system or 
other complications to avoid serious changes 
in later life. 











ey Cooperative Group Studies 


UDO J. WILE, M.D., Ann Arbor, Mich. 
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There is perhaps no story in medical his- 
tory attended by more dramatic events than 
the discovery of the infectious agent of 
syphilis in 1905, followed soon after by the 
demonstration by Wassermann of specific 
blood changes in the disease. 

The awakened interest in the etiology and 
specific blood changes led to newer and more 
effective forms of treatment which began 
with the introduction by Ehrlich of intra- 
muscular, later intravenous, Salvarsan in 
the treatment program. These two dis- 
coveries initiated a tremendous world-wide 
interest among scientists and clinicians. 

The public health aspect of syphilis became 
more and more a matter of general interest. 
The final achievement of syphilis control 
came with the substitution of all previous 
methods of treatment, by the use of Alexan- 
der Fleming’s penicillin in. the treatment 
program. What for hundreds of years had 
failed to achieve more than amelioration, 
could now be completely eradicated in a 
matter of days. 

The dramatic results in our country, at 
least, have made the entire program of 
syphilis control a minor instead of a major 
project, as previously. There is a dearth of 
syphilis teaching material in all medical 
teaching centers, and the toll of death and 
disablement resulting from syhilitic infection 
has been reduced to a minimum. 


The contributions of Schaudinn, of Wasser- 
mann, and of Ehrlich led to intensified 
studies of the clinical aspects of syphilis 
throughout the world. Of these, the “Co- 
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operative Group Studies,” sponsored by the 
United States Public Health Service, are 
of historical interest. 

In 1928 Surgeon General Hugh Cumming 
appointed an advisory committee on venereal 
disease consisting of Drs. Jay F. Scham- 
berg, Harry C. Solomon, Joseph E. Moore, 
John H. Stokes, and Udo J. Wile, together 
with the assistant surgeons general of the 
Public Health Service. 

The function of this committee was to 
place before the medical profession advances 
in methods of diagnosis and treatment which 
followed the discovery of the organism of 
syphilis and the universal usage of the 
Wassermann reaction, and the introduction 
of Salvarsan into the treatment program. 

In 1929 the first of the “Advisory Group 
Studies” appeared in Venereal Disease In- 
formation under the title of “The Manage- 
ment of Syphilis in Private Practice.” The 
committee’s recommendations were presented 
by Dr. Moore. 

At a later date, circa 1932, a new commit- 
tee consisting of Drs. Harold Cole, John H. 
Stokes, Paul A. O’Leary, Joseph L. Moore, 
and Udo J. Wile, assisted by Assistant Sur- 
geons General Taliaferro Clark and Thomas 
Parran, was appointed. The material. pre- 
sented for study was drawn from the fol- 
lowing clinics: the Johns Hopkins Hospital, 
the University of Pennsylvania Hospital, 
the Mayo Clinic, the Western Reserve Hos- 
pital, and the University of Michigan Hos- 
pital. 

This committee was known as “The Co- 
operative Clinical Group,” and its function 
was to consider a retrospective inquiry into 
the results of treatment in various types of 
syphilitic infection. The assistant surgeons 
general in charge of venereal diseases par- 
ticipated in the deliberations of the commit- 
tee, and the Statistical Division of the De- 
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COOPERATIVE GROUP STUDIES 


partment of Venereal Disease in the Public 
Health Service was represented in the person 
of Miss Lida Usilton. 

The cumulative material from the five 
participating clinics numbered something 
over 75,000 cases of all stages of syphilitic 
disease. Each participating clinic was se- 
lected for a particular problem for presenta- 
tion and study: The Pennsylvania material 
(Stokes) dealt with the treatment of early 
syphilis ; the Johns Hopkins Clinic (Moore), 
with latent syphilis; the Mayo Clinic 
(O’Leary), with neurosyphilis ; the Western 
Reserve (Cole), with syphilis in pregnancy, 
and the University of Michigan (Wile), 
with cardiovascular syphilis. 

Frequent meetings of the group occurred 
during the ensuing years, and the various 
statistics were submitted to each member for 
correction and editing. Naturally, opinions 
and interpretations occasionally differed, but 
ultimately all were so altered that the publi- 
cations reflected opinions upon which all 
were agreed. 

The abstracted records, after unanimous 
consideration, were sent to the Statistical 
Division of the United States Public Health 





Service for analysis. Miss Usilton, Chief of 
the Statistical Division, played a most im- 
portant part in assembling and analyzing 
the material for publication. The first publi- 
cation from the original Advisory Group 
appeared in Venereal Disease Information in 
1929, and was entitled “The Management 
of Syphilis in General Practice.” The first 
publication of the “Cooperative ‘ Group 
Studies” appeared in 1932 in Venereal Dis- 
ease Information under the title of “Cutane- 
ous and Mucosal Relapse in Early Syphilis 
and Its Difference from Reinfection.” 


During the following six years, 12 con- 
tributions with relation to various aspects 
of syphilis were thoroughly analyzed from 
the joint material, and the information 
thereby obtained was imparted to the medi- 
cal profession through the medium of the 
journal Venereal Disease Information. 

There can be little doubt that prior to the 
introduction of penicillin the recommenda- 
tions of the Cooperative Group established 
criteria of diagnosis, prognosis, and treat- 
ment which made for a uniform and intelli- 
gent approach toward syphilis control. 
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LOUIS CHARGIN, M.D. 
and 
WILLIAM LEIFER, M.D., New York 
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The treatment of syphilis with mercury 
over the years proved wholly unsatisfactory 
because such “cures” as it produced were 
principally symptomatic and rarely, if ever, 
biologic. With the introduction of the triva- 
lent organic arsenicals the situation changed 
radically and the much-hoped-for goal of a 
true biologic cure became a reality. In the 
experimental animal it was demonstrated 
that a few doses of the organic arsenicals 
could completely destroy the treponemes and 
thus bring about a biologic cure. It was 
further found that in man even a single ade- 
quate dose of the arsenical was capable of 
curing yaws, a disease closely related to 
syphilis. Unfortunately, this desideratum 
was unattainable in human syphilis since 
large doses, frequently repeated, were neces- 
sary. This often resulted in serious toxic 
reactions and in relapse. This situation soon 
led to the abandonment of such intensive 
methods of treatment. 

In consequence many prolonged schemes 
of treatment based upon trial and error were 
devised. Finally, the most widely accepted 
schedule was that of the Cooperative Clinical 
Group. This schedule of treatment required 
weekly injections for a period of one to two 
years, depending on the stage of the disease 
and the response to treatment. 
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Although the therapeutic results of the 
Cooperative Clinical Group were eminently 
satisfactory, the treatment scheme had seri- 
ous drawbacks, chief of which was the failure 
of patients to complete an adequate course of 
therapy because of its long duration. Thus, 
many patients who failed to take the full 
course of therapy were liable to develop the 
late manifestations of cardiovascular and 
cerebrospinal syphilis. Moreover, because of 
inadequate sterilization many constituted 
sources of ever-increasing new infections. 


In 1933, Hyman and his co-workers, on 
the basis of experiment, demonstrated that 
the rapid intravenous injection of active 
medicaments may give rise to alarming 
symptoms, whereas the slow intravenous in- 
troduction of the same medicaments could be 
accomplished more safely by means of the 
intravenous drip. This led one of us 
(Chargin) to suggest that this procedure 
might be applied to arsenical treatment of 
syphilis. It was conjectured that curative 
doses of the arsenical might be given safely 
by this method in a few days. It was further 
reasoned that if it could be successfully car- 
ried out it had the tremendous advantage 
over other methods of (1) reducing the pool 
of sources of infection since the treated pa- 
tients would have had a fully sterilizing dose 
of. the arsenical at the end of treatment, and 
(2) it»would serve as a better means of pre- 
venting the two most dangerous ‘sequelae of 
syphilis, cardiovascular and central nervous 
system involvement. 

The procedure necessarily required hos- 
pitalization for the period of therapy. Actual 
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EARLY SYPHILIS—ARSENOTHERAPY 


clinical and laboratory investigation * began 
in 1933 on a group of 25 male patients suf- 
fering from primary and secondary syphilis. 
Neoarsphenamine was the arsenical chosen 
because it is less irritating to the vein wall. 
This medication dissolved in 5% dextrose 
solution was dripped slowly intravenously 
over a period of six to eight hours-daily. ‘The 
total dose varied from 2.4 to 5.0 gm. It was 
administered in a period of four days to 
9 patients, in five days to 12 patients, in six 
days to 4 patients. A second series of pa- 
tients consisting of 86 men with early syphi- 
lis were treated with an average dose of 
4.0 gm. over a period of five days. Thus 
111 patients were treated before the study 


In October, 1938, investigations were re- 
sumed, this time using oxophenarsine hydro- 
chloride (Mapharsen) as the treponemicidal 
agent. Again all patients treated were men 
with early infectious syphilis. The initial 
dose of oxophenarsine hydrochloride was 
0.4 gm. given by the same technique over a 
period of six days. The initial dosage levels 
were probatory and were rapidly elevated 
by increments of 100 mg. to a maximum level 
of 1.2 gm. over a period of 5 days. We be- 
lieved that 1.2 gm. was the optimal *thera- 
peutic dose consistent with safety: In all, 
275 patients were treated with oxophenar- 
sine hydrochloride. One group of 157. pa- 
tients received a total dose of 0.4 to 1.0 gm., 


. Taste 1—Comparison of Toxic Effects in Neoarsphenamine and Oxophenarsine Hydrochloride Series 








Toxic Effects 


TAUNGICE ........cceceesscseescees 
Peripheral neuritis ................. 
. Cerebral-symptoms (total) 


PP. PG FO 20 


(a) Hemorrhagic encephalitis ............ 
(b) Single convulsion ..............6.0505 
(c) Disorientation .................eeeeee 
Wy FP OPR oasis sia hee Sinks 


PRMMMTY TOVOTS ois eka occ cdsccctsectcess 
Secondary fevers .............ceecseeseseeee 
Toxicodermas ...........0...ccccceeecseeees 
Dermatitis exfoliativa ...............cs0005 
Blood dyscrasias ..............eseeceseseees 
Renal damage ...........6cc.ccecseeeeceeees 





Neoarsphenamine Oxophenarsine 
(111 Treatment (294 Treatment 
Courses) Courses) 
cahcaseepane 69 (62%) 119 (40%) 
paaseeeee ens 71 (64%) 89 (18%) 
agaeevacsas 50 (45%) 35 (12%) 
sdageneeonee 1* (0.9%) 0 
acpuaeu wean s 0 0 
sevemeteubee 0 0 
4 (3.6%) 2 (0.7%) 
39 (35%) 5 (1.7%) mild 
2 (1.8%) 3 (1.02%) 
RR keen 1 (0.9%) 1 (0.34%) 
chenasabaeen 1 (0.9%) 1 (0.34%) 
iepneneceens 0 1 (0.84%) 
sevedbuseeee 1 0 





* Received sulfanilamide for a complicating gonorrhea. 


was interrupted because of a fatality due to 
hemorrhagic encephalopathy. 


_* The original work in 1933 was made possible 
through the trustees of the Mount Sinai Hospital 
and a special gift from the late Mr. Ernst Rosen- 
feld. The later invéstigations were supervised by 
a committee appointed by the then Commissioner 
of Health, Dr. John L. Rice. In addition to the 
original investigators, the committee included Com- 
missioner Rice; Dr. Charles Lieb, Professor of 
Pharmacology at Columbia University; Senior 
Surgeon John F. Mahoney, of the U. S. Public 
Health Service; Dr. Walter Clarke, Executive 
Director of the American Social Hygiene Asso- 
ciation; Dr. Theodore Rosenthal, Chief of the 
Bureau of Social Hygiene of the New York City 
Department of Health; Dr. Eugene DuBois; Dr. 
Walter W. Palmer; Dr. George Baehr; Dr. Bruce 
Webster, and Dr. Evan Thomas. Funds were 
provided by the New York Foundation and the 
Friedsam Foundation through the Committee on 
Neighborhood Health Development, Inc. 


and the remaining 118 patients received a 
total of 1.2 gm., over a period of five days. 
There was a remarkable and gratifying 
decrease in the incidence of toxic effects 
with oxophenarsine as contrasted with 
neoarsphenamine (Table 1). 

The therapeutic results with both neoars- 
phenamine and oxophenarsine were highly 
satisfactory. The major objections to the 
method were the apparently high incidence 
of toxic effects, although these were signifi- 
cantly reduced with oxophenarsine, and the 
need for hospitalization to carry out the 
procedure. In Tables 2 and 3 are the pre- 
liminary reports (as published in 1941) of 
the therapeutic results with oxophenarsine. 

The 157 patients in Group A (Table 2) 
received total doses of oxophenarsine hydro- 
chloride from 0,4 to 1.0 gm. Of these, 17 
patients were lost from. observation before 
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the 10th week after discharge from hospital. 
The remaining 140. patients are’ evdluated ‘in 
Table 2, which is self-explanatory. It'is note- 
worthy that of these 140.patients 93 had had 
spinal fluid examinations by the time of pub- 
lication, all with completely normal findings. 

The 118 patients in Group :B (Table 3) 
received: a total dose of 1.2 gm. of oxo- 
phenarsine hydrochloride. Of these 13 were 
lost from observation before the 10th week 
after discharge from hospital. The remaining 
105 patients are evaluated. in Table 3. Of 
this group of 105 patients, 36 had had spinal 
fluid examination. All fluids were normal 
with the exception of one examined less than 
six. months after therapy. The apparent 


TaBLe 2.—Group A (Small Dose), 140 Patients 








With 1 With 4 Pts. With 2 
ty Course of Classed as Courses of 

Outcome Therapy Reinfections Therapy 
Failure.......... + 24* (17%) 20 (14%) 11 (7.8%) 
Pending........., 5 (4%) 5 (4%) 8 (5.7%) 
Satisfactory.....:°111 (79%) 115 (82%) 121 (86.5%) 





* Four patients are considered reinfections, hence satisfac- 
tory. Ninety-three spinal fluid examinations: all negative. 
cen M ’ 
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TABLE 3.—Group B (Large Dose), 105 Patients 








With 1 With 3 Pts. With 2 


Courseof Classedas Courses of 

Outcome Therapy Reinfections Therapy 
Failure............ 5* (4.8%) 2 (1.9%) 1 (0.95%) 
Pending........... 17 (16.2%) 17 (16.2%) 18 (17.15%) 
Satisfactory...... 83 (79.0%) 86 (81.9%) 86 (81.9%) 





* Three patients may be considered reinfections (satisfac- 
tory). Thirty-six spinal fiuid examinations: all but 1 
negative. 
paradox that the larger dose Group B gave 
no better results than the smaller dose Group 
A is readily explainable. In Group B were 
the most recently treated patients. They had 
had at that time too short a period of 
follow-up. 

COMMENT 
Arsenotherapy by the intravenous drip 
procedure revived widespread interest in 
abortive and short-term cures of early 
syphilis as shown by the extensive contem- 
porary bibliography dealing with the subject. 
Through the years and up to the appearance 
of penicillin thousands of patients were 
treated, according to the original technique 
or by modified plans, by governmental, mili- 

tary, and civilian agencies. 
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It was, we believe, the first successful 
demonstration that an essentially chronic 
infectious disease, when treated in the early 
stages, could be cured rapidly by maintaining 
an adequate concentration of the suitable 
therapeutic agent in the tissues for a suff- 
cient period of time. This led to a better 
understanding of the importance of the time- 
dose relationship in the treatment of in- 
fectious diseases. 

In the case of syphilis it established a 
clear-cut behavior pattern for short-term 
curative systems, a behavior pattern which, 
with intensive penicillin treatment of> early 
syphilis, is identical with that observed with 
massive-dose arsenical therapy. 

It has been shown with the arsenicals that 
immediate satisfactory response as judged 
by the disappearance of treponemes from 
lesions, the healing of lesions, and the re- 
versal of serologic tests is not a criterion of 
ultimate satisfactory outcome. Grossly in- 
adequate doses produced responses similar 
to those obtained with curative doses. It 
established the fact that the effectiveness of 
any treatment schedule must be judged 
rather by the incidence of relapses and by 
the permanent reversal of the serologic tests. 
In this way massive arsenotherapy facilitated 
and gave direction to experimentation with 
penicillin by establishing criteria ‘for failure 
and cure of early syphilis with use of short- 
term intensive sterilizing. chemotherapy. 

Penicillin has eliminated the need for the 
arsenicals. Penicillin has given arsenotherapy 
in syphilis the coup de grace but one lesson 
of the “five-day” therapy remains. This is 
the fundamental principle that biologic cure 
of syphilis can be achieved with short-term 
treatment with any effective drug, if the drug 
is given. early in the course of the infection, 
for an adequate period of time, and in ade- 
quate dosage. 

1 W. 85th St. 

10 E. 78th St. 





It seems only fair for me to point out that Dr. 
Leifer personally treated all’ the patients in these 
series, and that he continued follow-up observa- 
tions of most of them for a good many years.— 

CHARGIN 
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Some of the Early Pi hases of the 
Penicillin Therapy of Syphilis 


JOHN FL MAHONEY, M.D., New York 
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“It is an honor and a pleasure to con- 
tribute to the memorial issue of the ARCHIVES 
dedicated to the memory of Wassermann 
and his work. His contribution to syphilology 
had a far-reaching influence. While the 
technical methods which he sponsored. are 
no longer in use, his name has assumed a 
generic proportion.. It is now employed to 
designate a test procedure in which. the 
complement fixation phenomenon is used as 
an indicator. The span of time, from the 
original publication of Wassermann to the 
present, has witnessed many changes i in the 
clinical and laboratory aspects of syphilis, 
but only‘a very few are equal’ in ‘immportatice 
to his contribution. 

‘ Probably not in ay other period’ in ‘the 
history of medicine has it been possible for 
so many men to witness the development 
of a new modality and to observe its impact 
upon disease rates in the general population. 
Profound changes in the relationship be- 
tween a disease and the human family are 
slow in developing. The drastic curtailment, 
or the threat of eradication, of any species 
in nature can be accomplished only through 
the operation of biologic laws, and the species 
in question may be expected to develop de- 
fense mechanisms designed to resist ex- 
tinction. 

Yet in the past decade and a half events 
have transpired which, apparently, have 
exerted a profound influence upon the life 
cycles of certain of the commoner disease- 
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producing species. All that may be attempted, 
at the present time, is to read into the events 
the inferences which are logical and war- 
ranted at the moment. This is done with the 
frank realization that a 15-year period is. not 
sufficient for a final judgment and. that events 
of the future may considerably alter the 
present picture. 


In the annals of syphilis deve haye been 
several outsanding miletones, as the discov- 
ery of the causative organism by Schaudinn 
and Hoffmann, the establishment of serum 
diagnosis by Wassermann, and the develop- 
ment of chemotherapy by Ehrlich. The dis- 
covery of penicillin probably is of equal sig- 
nificance. The present paper will deal with 
some of the early and very general phases of 
the adaptation of penicillin to the therapy of 
syphilis. 

The initial publication by Fleming ap- 
peared in 1929. However, the antibiotic era 
was sparked by Dubos in 1939 through the 
publication of his work with gramicidin. The 
following year the work of Florey and Chain 
gave to the world an almost completely 
hontoxic preparation, in the activity spectrum 
of which were some of the pathogens re- 
sporisible for widespread human disease. The 
extent: to: which Fleming’s discovery has 
reduced human suffering cannot be esti- 
mated or measured. Surely it is of an order 
of magnitude which places him high upon 
the list of human benefactors. There are 
same who feel that the discovery of peni- 
cillin. must have been inspired, 

Penicillin was first made available to the 
Venereal Disease Research Laboratory of the 
United States Public Health Service in 
1942. The initial supply, allotted by the 
National‘ Research Council, was earmarked 
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for the development of a therapy for male 
gonorrhea. The usefulness of the antibiotic 
in that disease had been pointed up in a 
preliminary report by Herrell and asso- 
ciates.1 It had long been a rule in the 
Venereal Disease Research Laboratory that 
any preparation coming under scrutiny be 
screened for treponemicidal activity in ex- 
perimental syphilis in rabbits. Following this 
rule, a small amount of the material was 
diverted to an animal assay. The capacity 
of the antibiotic to destroy the syphilis 
organism was readily demonstrable. Sub- 
sequently, the National Research Council 
made additional supplies available for the 
study of the treatment of human syphilis. 

A most important question in‘ the study 
of a new therapy concerns the time-dose 
relationship. Since it is a nontoxic agent, 
a degree of boldness could be practiced in 
studying penicillin that would not be per- 
missible if untoward symptoms might result 
from overdosage. With a fairly precise 
knowledge of the time-dose relationship, an 
investigator could make the essential deci- 
sions upon which a study might be predi- 
cated. Without that knowledge, the optimal 
relationship might escape detection entirely 
or be found only after long trial-and-error 
experimentation. 


As a means of illuminating this point, a 
group from the scientific staff of the labora- 
tory was assembled and asked to determine 
the amount of the individual injection and 
the frequency of administration which would 
assure an effective concentration of the anti- 
biotic in the blood serum. As a result of 
this many-sided study, it appeared that 
dosage of 25,000 units of the product avail- 
able, given at intervals of four hours would 
be required to maintain a demonstrable con- 
centration in the blood serum. There re- 
mained only one arbitrary decision to be 
made, that of the length of the treatment 
period. This was empirically set at a total 
of 48 injections, given at four-hour intervals, 
over a period approximating eight days. It 
subsequently developed that the initial rou- 
tine closely approximated the critical level. 
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Anything appreciably below this level might 
well have risked failure. 

There followed a series of three papers 
dealing with the results obtained in the 
treatment of early syphilis with penicillin 
alone and employing different schedules of 
therapy. The initial report was presented 
at the meeting of the American Public Health 
Association, held in New York in October 
of 1943.2. The report was entirely prelimi- 
nary. It recorded the findings in a group of 
four patients with early syphilis, treated 
exclusively with penicillin. The patients were 
hospitalized at the United States Marine 
Hospital, Stapleton, Staten Island, New 
York. The diagnosis had been established 
beyond any reasonable doubt. The therapy, 
as previously stated, consisted of 25,000 units 
of the antibiotic, injected at four-hour inter- 
vals for a total of 48 injections. The duration 
of therapy was approximately eight days. 
From bacteriological, clinical, and serologi- 
cal standpoints, the effects were prompt and 
entirely satisfactory. 

The post-treatment observation of the 
original group of patients brought out a 
most interesting and important point. One 
of the group displayed a recurrence of high- 
titer serologic reactions on the 280th day. 
Physical examination of the patient dis- 
closed an indurated lesion on the lower lip 
with enlarged regional lymph glands. Dark- 
field examination revealed the presence of 
typical Treponema pallidum: Thus, at the 
very outset of the work, there was need for 
a careful differentiation between clinical re- 
lapse in a patient who failed to receive 
maximum benefit from the original therapy, 
and reinfection, which indicated success of 
the treatment originally accorded the patient. 
This phase of the general problem became 
of increasing importance as the real evalua- 
tion of the therapy was approached. 

The second report * dealt with the results 
obtained in a group of approximately 100 
patients and appeared in 1944. As in the 
previous report, all patients were in the 
early stage of syphilis and displayed dark- 
field positive lesions. The therapy in this 
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group consisted of the injection of 20,000 
units of penicillin given at three-hour inter- 
vals, for a total of 60 injections. The total 
amount of penicillin was, as in the initial 
group, 1,200,000 units. No attempt will be 
made here to review the clinical and serologi- 
cal findings. 

The third report * dealt with the findings 
in a group of 728 predominantly young white 
males presenting unequivocal evidence of 
early syphilis. In this group, the third modi- 
fication of the treatment routine was em- 
ployed. The patients received 40,000 units 
at two-hour intervals, for a total of 85 injec- 
tions, or a total of 3,400,000 units of the 
antibiotic. It became apparent that the 
shorter interval between injections and the 


increase in individual and total dosage were. 


in no way detrimental and served to main- 
tain a more effective concentration of the 
antibiotic in the blood serum. 


Thus, in a relatively short time, it became 
apparent that the newer approach to therapy 
of syphilis was preferable to the conventional 
one of arsenic and bismuth employed over 
an indeterminate period of time. Studies 
carried out by a number of observers tended 
to support this view, and penicillin became 
the treatment of choice, as rapidly as ade- 
quate supplies of material became available. 


The early days of penicillin were fascinat- 
ing. It was really impressive to observe the 
over-all guidance to the developmental proc- 
ess which was exerted by the National Re- 
search Council. It was equally impressive 
to observe the effectiveness of the activities 
of the pharmaceutical industry. From a 
standing start in 1941 and with practically 
no experience in fermentation processes, it 
was a real pleasure to observe the large 
manufacturing units move to meet the chal- 
lenge. By 1944 a sufficient quantity of the 
antibiotic was being made available not 
only for the needs of venereal diseases but 
also for the management of many minor 
infections. The accomplishment will always 
be looked upon as an outstanding triumph 
for the pharmaceutical industry. 


SYPHILIS—EARLY PENICILLIN THERAPY 





The use of penicillin in syphilis, logically, 
led to its study in other treponemal diseases. 
One of the most important of this group is 
yaws. Under the guidance of the World 
Health Organization, concerted attacks upon 
the disease have been carried out in various 
parts of the world, with highly satisfactory 
results. Again, to Fleming’s credit must be 
placed the lifting of a staggering burden of 
suffering from a stratum of humanity least 
able to help themselves. Anyone who has 
worked in a yaws area, where the infection 
rate may reach as high as 75% of the native 
population, cannot fail to realize the change 
which freedom from this disabling and dis- 
figuring disease must be bringing about. 

Very fresh in the minds of workers in 
the venereal disease field in the early 1940’s 
was the rapidity with which strains of Neis- 
seria gonorrhea appeared which were re- 
sistant to the various sulfonamide com- 
pounds. In the management of both gonorrhea 
and syphilis with penicillin, a constant source 
of apprehension was the possibility of a 
similar catastrophy accruing to the use of 
penicillin. Fortunately, not any evidence of 
strain resistance has developed. 

The early speculation as to the probable 
impact of the therapy upon the public-health 
aspects of both gonorrhea and syphilis is 
of interest in the light of subsequent events. 
It was the early feeling that, although peni- 
cillin apparently had the capacity to sharply 
curtail the infectious stages of syphilis, the 
characteristics of latency and of infectious 
relapse might well serve to prevent any 
drastic curtailment of the disease. With 
gonorrhea, on the other hand, it was felt 
that the curtailment of the infectious stages 
together with the ability of the antibiotic 
to eradicate chronic foci of the infection, as 
well as to serve as a prophylactic, would lead 
to a prompt decline in the incidence of that 
disease. The experience of the following 
decade, in some ways, reversed the antici- 
pated picture. 

Acute infectious syphilis declined approxi- 
mately 90% up to 1954. The curve of latent 
disease did not completely follow this pat- 
tern, but the decline was appreciable. The 
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decline in the admissions to mental -institu- 
tions, because of syphilis, has been marked, 
as has also-the frequency with which the 
manifestations of congenital syphilis are 
encountered* 


As regards gonorrhéa, while the incidence 
of the infection has continued to be relatively 
high, the character of the disease and its 
capacity to injure the human being has 
undergone a sharp alteration. In the male, 
the average infection responds to a short 
period of penicillin therapy. Complications 
have almost completely disappeared. Relapse 
is not seen, and the severe sequelae are 
entirely absent. Hence, while the prevalence 
of the infection appears to have been in- 
fluenced to only a limited degree, the severity 
of the individual infection has undergone a 
dramatic change. 


It is gratifying to have been concerned 
with the development of this product, if 
even in a very minor capacity. It was good 
to recognize that all who were concerned 
with the developmental process were acti- 
vated by a keen desire to bring this impor- 
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tant discovery into general usefulness with- 
out any unnecessary delay. Its value to the 
conduct of World War II cannot be over- 
estimated, either from the standpoint. of 
the treatment of war wounds or of the 
maintenance of a high level of effectiveness 
in the face of the infectious group of dis-, 
eases, venereal and others. 


Department of Health, Bureau of Laboratories, 
New York 9. 
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_Although the incidence of syphilis has been 
declining, this disease has by no means been 
eradicated, and it always maintains the po- 
tential of rising to former heights. It is 
therefore imperative that we continue our 
interest in its therapy. j 

This report concerns the Micctiveness of 
oxytetracycline * intramuscular in early 
syphilis. This form of the drug has not 
been previously investigated in syphilothera- 
py; it has, however, been used with good 
results in the treatment of the treponemato- 
sis, yaws, as reported by Loughlin and his 
associates. Both oral and intravenous forms 
of the wide-spectrum antibiotics have now 
been employed in the treatment of syphilis. 
However, prior to this present report chlor- 
amphenicol was the only one of this class of 
antibiotics that had been utilized by the 
intramuscular route. 

Intramuscular administration of a drug 
has certain definite advantages. In dealing 
with an infectious disease such as syphilis, 
it is vital that there be no element of delin- 
quency in taking the prescribed medication. 
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Only by injecting the drug can the physician 
be assured of control over therapy. Certain 
individuals for various reasons cannot take 
or tolerate medication by mouth, and in these 
instances an intramuscular preparation is 
obviously desirable. 

Penicillin is undoubtedly the drug of choice 
in the treatment of syphilis. However, with 
its widespread use, many allergic reactions 
have been observed, and instances of ‘serious 
anaphylatic reaction have been reported.f 
In view of these undesirable. consequences, 
it is. advisable to substitute other therapy for 
penicillin when the patient exhibits such an 
allergy. ‘It-is with these problems in mind 
that the following investigation has been car- 
ried out. 


‘MATERIAL AND PROCEDURE 


Crystalline oxytetracycline hydrochloride intra- 
muscular was used to treat 16 patients affected with 
early syphilis. The product was supplied in vials 
containing 100 mg., which when dissolved in 2.1 ce: 
of isotonic saline, resulted in a solution containing 
in each cubic centimeter 50 mg. of crystalline oxy- 
tetracycline hydrochloride, 50 mg. of magnesium 
chloride and 2% procaine hydrochloride. 

Fifteen of the patients treated each received 4 ce: 
of this solution, containing 200 mg. of oxytetra- 
cycline intramuscularly, twice daily at 8 a. m. and 
4 p. m. for a total of 10 consecutive days, resulting 
in a total dosage of 4.0 gm. One patient received 
100 mg. twice daily for three days and then 200 mg. 
twice daily for the next seven days, a total of 3:4 gm. 
All injections were given deep into the gluteal 
muscle, and treatment was carried out on an ambu- 
latory basis. ; 

The cases consisted of 2 primary infections, and 
14 in the secondary stage. One of the. primary .in- 
fections was seropositive and the. other seronega- 
tive and both: eehitiied dark- field- — penile 
patients 
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A. M. A. ARCHIVES OF DERMATOLOGY 
Early Syphilis Cases Treated with Oxytetracycline Intramuscular, 200 mg. Twice Daily for Ten Days 
Dark-Field 
Exam. Initial STS ——- 
Became 8TSs Became Last STS 
Case Negative (VDRL Negative (VDRL w-up 
No.* (Hours) Dil.) (Days) Dil.) CSF t Mouthe) Comment 
1 40 Neg. Always Neg. Neg. 15 None 
Neg. 
2 39 1:1 16 Neg. Neg. 9 None 
3t 52 1:82 Always 1:128 at Neg. 16 Serologic relapse 10 mo. after therapy 
Pos. 10 mo. 
4 48 1:256 172 Neg. Neg. 15 None 
5 Undeter- 1:32 171 Neg. Neg. 15 None 
mined 
6 20 1:128 Always 13128 at Neg. 13 Serologic relapse starting 5 mo. after 
Pos. 9 mo. therapy 
7 58 15256 Always 1;1 Neg. 18 Titer ranged 1-4 dil. for past 9 mo. 
2 ; Pos. 
8 Undeter- 1128 122 Neg.. Neg. 12 None 
mined 
9 42 1:128 Always 1:256 at Pos. 12 Inad t to therapy; CSF 
Pos. 9 mo. improvement after 7 mo. 
10 48 13256 164 Neg. Neg. - 10 None 
11 Undeter- 1:64 82 Neg. Neg. ll None 
mined 
12 Undeter- 1:128 Always 1:64 at Neg. 10 Mucocutaneous relapse 4 mo. after 
mined Pos. 4mo. therapy i 
18 40 1:64 280 Neg. Neg. 10 None 
14 48 1:128 92 Neg. Neg. 10 None 
16 48 1:32 104 Neg. Neg. 8 None 
16 40 1:82 84 Neg. Neg. Delivered normal child 119 days after 
therapy 





* Cases 1 and 2 are primary syphilis and Cases 8 through 16 are secondary syphilis. 
+ Cerebrospinal fluid examined initially and again 6 to 12 months after therap 

t This case received the low total dosage of 3.4 gm. oxytetracyciine intramuscular. 

evident 6 and 10 months after treatment, 
and one patient had an inadequate response 
to the drug as shown by a persistently high 
VDRL titer. It is possible that one of the 
cases classed as a serorelapse might actually 
have been a reinfection. This, however, 
could not be definitely proved. 


chancres. The secondary infections all had multiple 
lesions, and a positive result in dark-field examina- 
tion was ~btained in 12 of the 14 cases. Repeated 
dark-field examinations were done to determine the 
time of disappearance of Treponema pallidum. A 
blood test for syphilis, VDRL, was performed at 
frequent intervals in all cases, and spina! fluid ex- 
aminations were done just prior to the start of 
treatment and again 6 to 12 months after the com- 


etic of treatesent Of the 12 cases that responded successful- 


ly, 2 were primary and 10 were secondary 
syphilis. One primary infection that had 
been seropositive became negative in 16 days 
and remained so throughout follow-up; the 
other, seronegative at the start, maintained 
this status. Of the 10 secondary cases with 
an adequate response, 9 had become sero- 
negative in from 82 to 280 days and have 
thus remained, and 1 has had a reduction 
in VDRL titer to 1 dilution. 

All spinal fluid examinations were nega- 
tive with one exception. The secondary 
syphilitic, who was considered a failure be- 





RESULTS 


The 16 patients treated in this series have 
now been followed for from 8 to 16 months. 

In 12 of these cases, repeated dark-field 
examinations were done after therapy was 
initiated and a definite treponemicidal effect 
was noted ; all T. pallidum disappeared from 
the lesions in an average of 40 hours, with 
a range of 20 to 53 hours. All lesions healed 
rapidly under treatment. 

Of the total number of patients, 12 re- 








sponded successfully, and 4 were treatment 
failures. The failures were all secondary 
syphilis ; one of this group developed a muco- 
cutaneous relapse four months after treat- 
ment; two were serorelapses which became 
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cause of an inadequate response to therapy, 
had an active spinal fluid initially with 190 
lymphocytes, T. P. 87 mg per 100 cc., and 
spinal . fluid Kolmer positive 44444. This 
became inactive seven months after treat- 
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ment, showing cells O, T. P. 49 mg. per 
100 cc., and spinal fluid flocculation test 
(VDRL) positive 1: 8. 

One of the patients treated for secondary 
syphilis delivered a normal, full-term baby 
119 days after initiation of therapy. This 
child has now been followed for two months, 
and the VDRL test remains negative. 


Oxytetracycline intramuscular was admin- 
istered without evidence of toxicity or unde- 
sirable side effects. The slight pain associ- 
ated with injection of the drug subsided 
within a few minutes. After an average of 
four to five injections had been given, 12 
patients exhibited moderate local tenderness 
which persisted throughout duration of ther- 
apy. No local induration was noted. 


COMMENT 


The results obtained in these 16 cases 
indicate that oxytetracycline intramuscular 
is effective in the treatment of early syphilis. 
This is shown by the fact that dark-field 
examinations became negative in from 20 to 
53 hours, and that, to date, after an 8-to 
16-month observation period, 12 of the cases 
have responded satisfactorily. The failure 
rate, however, is obviously large enough to 
indicate that the drug, in the dosage used 
(total of 4.0 gm.) is not completely adequate 
therapy for this disease. It is worthy of note 
that all of the failures occurred in the group 
of secondary syphilis patients, and it is also 
significant that one of the four failures oc- 
curred in the only case of the series that 
received the low total dosage of 3.4 gm. 


The drug was well tolerated by all pa- 
tients. Although it produced some local 
muscle irritation, this was only minimal in 
the concentration used. There were no 
gastrointestinal disturbances, as are often 
associated with this agent *; this might pos- 
sibly be due to the low total dosage used 
and to the bypassing of the alimentary tract. 


Although the number of patients treated 
is small, this study permits some conclusions 
as to the relative effectiveness of oxytetra- 
cycline intramuscular. In treponemicidal 
action, it compares favorably with other 


wide-spectrum antibiotics. One report on 
its use by mouth revealed that dark-field 
examinations became negative in 24 to 48 
hours * and others showed it to be 24 to 32 
hours * and 48 to 96 hours.* With the intra- 
venous form of this drug, dark-field nega- 
tivity was attained in approximately 48 to 
72 hours.*° A _ review of the literature 
indicates that oral and intravenous chlor- 
tetracycline and oral and- intramuscular 
chloramphenicol possess. treponemicidal 
properties similar in potency to that of oxy- 
tetracycline as elaborated above.t These 
time intervals are nevertheless still longer 
than those of penicillin in producing disap- 
pearance of spirochetes from lesions.’* 

In order to adequately evaluate a drug, 
cases must be subjected to careful, long-term, 
post-treatment follow-up. In their studies 
on antibiotic treatment of early syphilis, 
Robinson and Robinson,§ using a total 
dosage of 48 gm. of oxytetracycline by 
mouth, treated and followed from two to 
four years, four cases of early syphilis and 
found that one case relapsed. Others have 
shown the oral form of this drug to be effec- 
tive in early syphilis, though follow-up ob- 
servations have not been of sufficient duration 
to draw definitive conclusions.|| Using this 
antibiotic intravenously, Dunlop and Robin- 
son '° treated four patients and observed that 
one relapsed after three months. 

A report of a two-to four-year follow-up 
of six cases of early syphilis treated with 
oral chlortetracycline revealed no failures.** 
Rodriquez and associates, * however, treated 
101 patients with large doses of this drug 
by mouth (total of 70 gm. each) and in a 12- 
to 15-month follow-up, found a failure rate 
of 21% plus a reinfection rate of 2.1%. 
Results of a long-term follow-up of seven 
cases treated with intravenous chlortetra- 
cycline showed the occurrence of one sero- 
logic relapse. *4 

Although chloramphenicol administered 
by mouth was no more effective than other 
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wide-spectrum antibiotics,/ Olansky and as- 
sociates,’* utilizing the intramuscular route, 
reported most impressive results. They 
treated 63 patients infected with early syph- 
ilis, administering 4 total dosage of 12 gm. 
to some and 24 gm. to others, and in a 3- to 
14-month follow-up found only one case re- 
quiring retreatment. One feature that must 
be noted as regards the use of chloramphen- 
icol is. that serious blood dyscrasias have 
been associated with its administration. 

Thus it appears that for treating early 
syphilis, oxytetracycline, in the dosage used, 
is as effective as any other wide-spectrum 
antibiotic: (excepting possibly intramuscular 
chloramphenicol as noted above). - It does 
not, however, approach the excellent results 
obtained with penicillin. Further investiga- 
tion is certainly warranted, but an increase 
in total dosage up to 6 or 8 gm. is recom- 
mended in the hope of reducing the failure 
rate. 


SUMMARY AND CONCLUSIONS 


._ Oxytetracycline intramuscular was used to 
trans 16 cases. of. early syphilis, utilizing -a 
total dosage of 4.0 gm. Dark-field examina- 
tions became negative in from 20 to 53 hours 
after therapy was initiated. Out of 16 cases, 
12 were: successful responses and four were 
failures, as. determined by an 8-to. 16-month 
observation period. .The comparative effec- 
tiveness of the wide-spectrum antibiotics in 
syphilotherapy.: is, discussed: Oxytetracy- 
cline. intramuscular is definitely of value in 
the treatment of early syphilis ;.a total dosage 
of 6 or 8 gm. is recommended. Further 
investigation with this drug is warranted. 
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Today the United States leads the world 
in pharmaceutical and chemical research and 
manufacturing. This preeminence has been 
gained only since World War I, through 
the imagination, initiative, and enterprise 
of many men. This is but an early chapter 
in the story of the fight for American inde- 
pendence of European countries in this field. 

Of 592 drugs listed in the 1916 edition of 
New and Nonofficial Remedies,! 228 were 
imported into the United States from Ger- 
many. Among these were such products as 
Aspirin, Anesthesin (benzocaine), Salvarsan 
(arsphenamine), Neosalvarsan  (neoars- 
phenamine), and Novocaine (procaine). 
The supply from Germany, the only source 
of many of these, was abruptly cut off by 
World War I. In 1919, Leech, Rabak, and 
Clark * stated: “Before European hostilities 
the United States was so dependent on 
Germany for. synthetic drugs that the de- 
pendence was considered a necessity.”’. Most 
Americans at that time considered this a 
desirable situation. The “Made in Germany” 
label was felt to be the mark of highest ex- 
cellence. It was truly stated: “Before the 
war the American physician was literally 
bombarded with new and wonderful (?) 
coal-tar synthetics, most of which originated 
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in Germany. . . . By clever advertising and 
propaganda among physicians, an artificial 
stimulation for coal-tar drugs was created 
which evidently yielded lucrative financial 
returns.” * 

Not only was this country dependent on 
German imports for drugs, but it was also 
content to send its young scientists abroad 


for specialized graduate study. Facilities for 
s. é 
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such study at home were meager and poorly 
organized, It was not. until. after the war 
that, moved by a desire to stimulate interest 
in scientific and industrial chemistry at home, 
the Chemical Foundation, Inc., a quasi- 
governmental agency, released_a. report in 
1921, entitled, “The Future and Progress 
of American Medicine in the Age of Chemis- 
try.” It summarized existing facilities for 
chemical research in medicine both at home 
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and abroad and offered suggestions for 
further development. The report® stated: 
“While there are in ‘the United States a 
number of institutes and foundations for 
medical research doing most valuable work, 
there is none in which the problems are 
being approached primarily from the chemi- 
cal standpoint. Consequently, few new lines 
of chemical investigation in relation to dis- 
ease have been developed in this country 
and we have been largely dependent upon 
foreign countries, especially Germany, for 
discoveries relating to the applications of 
chemistry to disease. The Dermatological 
Research Laboratories of the Philadelphia 
Polyclinic have done very important work 
on the preparation of arsphenamine and on 
chemotherapeutic studies with this and other 
arsenic and also mercury compounds, as well 
as on metabolism in certain skin diseases.” 

The dermatological Research Laboratories 
was the brain child of Jay Frank Schamberg, 
a Philadelphia dermatologist. Born in Phil- 
adelphia, Nov. 6, 1870, he graduated from 
the University of Pennsylvania Medical 
School in 1892. After postgraduate study 
in dermatology in Vienna, Berlin, Ham- 
burg, Paris, and London, he returned to 
Philadelphia, and entered general practice 
in 1894. Beginning in 1901, he devoted him- 
self solely to dermatology and syphilology. 
Professor of dermatology at various times 
at Temple University (1910-1918), Gradu- 
ate School of Medicine of the University 
of Pennsylvania (1918-1934), and Jefferson 
Medical College (1918-1920), he was elected 
President of the American Dermatologic 
Association (1920-1921) and President of 
the Philadelphia County Medical Society 
(1931). He was the author of four medical 
books and over 100 papers. He died March 
30, 1934.4 - 


Schamberg was keenly aware of the need 
for laboratory research in the field of derma- 
tology. When a grateful patient, the wealthy 
P. A. B. Widener, offered financial support 
for research in psoriasis, he saw the oppor- 
tunity to realize his dream of a research 
institution. 
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“The Dermatological Research Labora- 
tories of the Philadelphia Polyclinic and 
College for Graduates in Medicine” was 
founded in April, 1912. As the title indicated, 
the initial sponsorship was given by the 
Philadelphia Polyclinic, now the Graduate 
Hospital of the University of Pennsylvania. 
While the Polyclinic did not participate in the 
financial support or in the direction of the 
newly established laboratories, it did provide 
working space in its basement. 

The founders of the Laboratories were 
Jay Frank Schamberg, M.D., Director, 
George W. Raiziss, Ph.D., Director of 
Chemistry, and John A. Kolmer, M.D., Di- 
rector of Pathology. The first project under- 
taken was a comprehensive study of the 
physiological chemistry of psoriasis. This 
work was presented in abstract at the 
American Dermatological Association meet- 
ing in Washington in May, 1913, and was 
published as a monograph of 140 pages.® 
During the following two years, the activities 
of the Dermatological Research Laboratories 
were devoted chiefly to the investigation oi 
chemotherapeutic agents, particularly organic 
mercurial and arsenical compounds.® It was 
then that Mercurophen, an organic com- 
pound of mercury and phenol, was de- 
veloped.” 

In retrospect, these accomplishments may 
be looked upon as only preliminaries to the 
work of the following yeats, which culmi- 
nated in synthesis, for the first time outside 
Germany, of arsphenamine * and later neo- 
arsphenamine.* 

The development of Salvarsan by Ehrlich 
and Hata had created not only a revolution 
in the treatment of syphilis,f but also had 
opened a new vista of chemotherapeusis. 
This drug and its near relative, Neosalvar- 
san, quickly demonstrated their effectiveness 





* Salvarsan, 606, Arsenobenzol, Diarsenol and 
arsphenamine all apply to the product 3,3’-diamino- 
4,4’-dihydroxyarsenobenzene dihydrochloride. Neo- 
salvarsan, 914, Novarsenobenzol, Neodiarsenol and 
neoarsphenamine are all designations for the com- 
pound sodium 3,3’-diamino-4,4'-dihydroxyarseno- 
benzene-N-methanalsulfoxylate. 

+ References 8 ar.d 9. 
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in the treatment of syphilis and were in great 
demand in this country. Yet, they were avail- 
able only by importation from Germany. 
The sole distributor of German Salvarsan 
in the United States was Farbwerke-Hoechst 
Company, which represented the manufac- 
turers, Lucius and Bruning of Hoechst am 
Main, Germany. In 1914, before the outbreak 
of World War I in Europe, American physi- 
cians paid about $3.50 for a 0.6 gm. ampule 
of Salvarsan. As the war progressed, ship- 
ments from Germany became fewer and then 
were stopped entirely by the British naval 
blockade. The price of Salvarsan soared 
rapidly to $10.00 to $35.00 per ampule,*° 
black-marketing occurred, and dangerous 
and worthless imitations appeared on the 
market. 


What if the only source of supply should 
be completely cut off? What would happen 
to the syphilitics whose only hope for cure 
lay in an adequate and steady supply? How 
widely would the disease spread under 
wartime conditions without these drugs which 
were able to render patients rapidly non- 
infectious? These questions deeply disturbed 
Schamberg. He visualized the humanitarian 
and. patriotic service which the D. R. L. 
could render by developing a method of 
synthesizing Salvarsan. Schamberg knew 
the need for and the value of Salvarsan at 
first hand, for daily he was treating syphilit- 
ics in the clinics of the Philadelphia Poly- 
clinic and in his private office. The emergency 
having been foreseen in the early days of 
war, the difficult and complex synthesis of 
arsphenamine was solved in the spring of 
1915," and by the end of the year the new 
product had been evaluated in treatment 
of syphilitic patients at the Polyclinic. 

Schamberg asked Herman Metz, Director 
of the Farbwerke-Hoechst Company, to per- 
mit the D. R. L. to supply arsphenamine to 
the physicians of the country. Such permis- 
sion was needed in order to prevent legal 
infringement of the German patent. At first 
Metz objected, then he agreed to allow the 
laboratories to distribute the American-made 
product only as long as he was unable to 
obtain supplies from Germany. Accordingly, 





the D. R. L. began to supply the drug, 
under the name Arsenobenzol, in December, 
1915. However, in June 1916, the Hoechst 
Company claimed to have received a sizable 
quantity of supplies from abroad on the 


submarine “Deutschland,” and on request 
from Mr. Metz, the D. R. L. agreed to 
discontinue the sale and distribution of 
Arsenobenzol during the life term or non- 
suspension of the German patents. The 
D. R. L. continued to produce Arsenobenzol 
and to supply it free of charge to patients 
at the Polyclinic. An appreciable fund of 
knowledge concerning the efficacy and safety 
of the American product continued to ac- 
cumulate. 

In October, 1915, Schamberg ** wrote the 
Editor of the Journal of the American Medi- 
cal Association: 


It may interest you to know that in the course of 
chemotherapeutic researches which Dr. Raiziss, 
Dr. Kolmer and myself have carried out in the 
Dermatological Research Department of the Phila- 
delphia Polyclinic during the past year or more, we 
have reproduced salvarsan and have made a number 
of new arsenobenzol products. We have given over 
100 injections of our salvarsan to hospital patients 
with excellent therapeutic ‘results and with no un- 
toward effects. 

I understand that the supply of salvarsan in this 
country is exhausted and that the American agents 
do not know when the drug can be imported from 
Germany. The American patents are held in the 
name of Ehrlich and Bertheim, but have doubtless 
been consigned to the manufacturing company of 
Lucius and Bruning of Frankfort, Germany. 

As salvarsan is necessary to save life as well as 
to prevent the spread of syphilis, it is eminently 
desirable that this country should not be deprived of 
the drug. 

We could not supply salvarsan to the medical 
profession at the present time without infringing 
the existing patent rights of the Frankfort com- 
pany. To have the patent laws amended would 
doubtless require congressional action. Should we 
be permitted to supply the drug to the profession, I 
think we could offer it at one third of the price 
which it has recently commanded. All profits ac- 
cruing therefrom would be devoted to the establish- 
ment of a permanent fund for further scientific 
research. 

If you think it desirable to bring this matter to 
the attention of the Board of Trustees of the Amer- 
ican Medical Association, I shall be glad to furnish 
you with any further information that you might - 
desire. 
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The Salvarsan shortage had the salutory ef- 
fect of focusing and crystallizing public opin- 
ion, both professional and lay, on the acute 
need of a declaration of independence from 
monopolistic German sources of supply of 
vital drugs and chemicals. A wave of feeling 
swept the country for the establishment and 
support of a native chemical industry, for both 
medical and economic reasons.t Medical 
associations passed resolutions expressing 
appreciation of the enterprise of the D. R. L., 
and deploring. the subjugation of the United 
States to the dictates of foreign, particularly 
German, chemical producers. The House 
of Delegates of the Medical Society of the 
State of Pennsylvania, in session in Phil- 
adelphia, Sept. 22, 1915, passed the following 


resolution }°: 


Whereas, an important drug, necessary for the 
cure of disease and likewise the prevention thereof, 
is no longer available to the medical profession in 
this country by reason of the European war, and 

Whereas, the drug has been produced in this 
country, but cannot be supplied to physicians be- 
cause its manufacture is protected by patents, there- 
fore be it 

REsotvep, by the Medical Society of the State of 
Pennsylvania that the Secretary of the Interior or 
the Commissioner of Patents be respectfully urged 
to call upon the patentees to supply this drug or 
permit the same to be supplied by others, or to 
take such other means as his judgment may dictate 
to relieve the existing condition. 


Immediately following entry of the United 
States into the war, the Journal of the Ameri- 
can Medical Association™ stated: 


THE JouRNAL has already commented on the dif- 
ficulty in securing salvarsan, on the moral and 
ethical question as to whether or not it is justifiable 
for one person to control the output of a drug neces- 
saty to public health. This week we publish an 
account of the action of the St. Louis and Chicago 
medical societies, which are calling on the medical 
profession to appeal to their senators and congress- 
men to abrogate this patent. THe JourNAL believes 
that this patent should be abrogated, not alone 
because the patentees have not supplied the demand, 
not alone because they have dictated to the medical 
profession who should have the drug and how much 
a physician might have, not alone because of the 
war with Germany, not alone because of the special 





t References 10 to 16. 
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needs of the government at this time for the control 
of venereal diseases, not alone because, as some 
claim, the patent at Washington does not correctly 
describe the product, but also because the people 
who are supplying this product are charging prices 
that are exorbitant compared to the price at which 
others in this country can supply it. The fact is 
that the salvarsan one can obtain today costs $4.50 
per ampule of 0.6 gram, whereas the same dose of 
arsenobenzol—a preparation identical with, if not 
better than salvarsan—costs $2.00 at retail, and as 
Dr. Schamberg says: “If we are permitted to con- 
tinue marketing the same drug after the war, we 
can sell it at $1.00 or less per tube.” . . . While 
we are emphasizing here the cost, there is after all 
a greater question, and that is the supply necessary 
to help control the ravages of one of the most seri- 
ous diseases which afflict humanity today. It is the 
duty of Congress to abrogate the patent on this 
preparation and, incidentally, on all medicinal prepa- 
rations of importance. 


The federal Government did take action. 
In October, 1917, the Adamson Bill,. known 
as the “Trading with the Enemy Act’’ be- 
came law. Under this act the Federal Trade 
Commission. was granted authority to issue 
licenses to responsible American citizens to 
operate patents owned by enemy aliens. In 
November, 1917, License Number 1 was 
issued to the Dermatological Research Labo- 
ratories to manufacture arsphenamine (Ar- 
senobenzol).*7 In March, 1918, the D. R. L. 
and three other laboratories were licensed 
to manufacture neoarsphenamine.** 

There were both immediate and long-range 
effects of the Trading with the Enemy Act. 
The immediate effect was to provide the 
American fighting forces and the American 
people with needed drugs and chemicals, 
and to supply many basic industrial chemi- 
cals and dyes used in the manufacture of 
consumers’ goods, as well as agricultural 
chemicals. But even more important, this 
Act freed the American pharmaceutical and 
chemical industries from German domination 
and fostered their growth. The pioneer 
scientific workers during this period not only 
liberated American chemical research and 
the American chemical industry in their 
own day, but also helped to create the 
American technical genius of today.§ 








§ References 10 and 19. 




















JAY FRANK SCHAMBERG 


For seven months (December, 1915 to 
June, 1916), the D. R. L. was the sole 
source of supply of arsphenamine to the 
American armed forces, public health agen- 
cies, hospitals, and physicians. It produced 
a therapeutically superior product at a price 
lower than the German drug had sold for. The 
Hoechst Company charged $3.50 to $4.50 
per 0.6 gm. ampule for the German product 
brought in in the submarine ‘‘Deutschland,” 
in June, 1916. This shipment was exhausted 
in February, 1917, at which time the D. R. L. 
agreed to supply Hoechst, but stipulated a 
selling price of no more than $2.50 for a 
0.6 gm. ampule. After the D. R. L. was 
granted a license in November, 1917, its 
price to the Federal Government was re- 
duced to $1.00 per tube. 

The manufacturing and research activities 
of the D. R. L. soon outgrew its quarters 
in the building of the Polyclinic Hospital. 
At first, the floor space was augmented by 
the acquistion of two properties adjoining 
the hospital. Later, in 1917, the laboratories 
moved away from the Polyclinic into a 
building located at 1720 Lombard St. The 
two aforementioned properties were donated 
to the University of Pennsylvania after the 
Polyclinic was merged with it. 

Despite its manufacturing activities, the 
D. R. L. did not neglect research. Numer- 
ous contributions on the chemical and chemo- 
therapeutic evaluation of arsenicals and 
mercurials, as well as in the fields of clinical 
chemistry and biochemistry, were made dur- 
ing this period. These activities provided 
facilities for training new investigators in 
the growing field of chemotherapy. Seventy 
scientific papers were published by the staff 
of the D. R. L. during the years 1912-1921. 

Some mention should be made of the 
financial status of the D. R. L. The labora- 
tories were supported by the philanthropy 
of P. A. B. Widener from the time of their 
founding in 1912 until his death in 1916, 
after which, unfortunately, his heirs declined 
further assistance. However, by this time 
the sale of arsphenamine was providing the 
needed funds, as all net income was utilized 
for continued research. The founders con- 





sidered themselves directors of a research 
institute, not proprietors of a buisness. The 
title pages of a number of papers published 
in 1919 stated, “This work was made pos- 
sible through funds accruing from the dis- 
tribution of arsphenamine.” The manufac- 
turing activity of the D. R. L. during World 
War I and for several years afterwards re- 
sulted in accumulated funds amounting to 
over a half million dollars. 

To whom did these funds belong? Before 
very long, Dr. Schamberg gave the answer, 
and that answer was clear and unmistakable. 
It introduced a new, and to some people, 
a strange concept in philanthropy and sup- 
port of scientific endeavor. On March 3, 
1921, at the first meeting of the Board of 
Directors of the newly organized and char- 
tered Dermatological Research Institute 
(successor to the Dermatological Research 
Laboratories) Schamberg’s statement was 
made. A press report *° gave the following 
account of the meeting: 


One of the most unusual episodes in the history 
of the medical profession of this country will trans- 
pire tonight at the St. James Hotel, when a fortune 
of half a million dollars, realized as a result of a 
patriotic work of three eminent specialists of this 
city, will be turned over to the Dermatological Re- 
search Institute. The spirit in which this splendid 
gift is virtually being given for the benefit of 
humanity was voiced last night by D-, Schamberg, 
when interviewed in his home at 1922 Spruce Street. 
He said: 

“There is no work at which a man labors so hard 
as at creation: the making of something from noth- 
ing. The Dermatological Research Institute is such 
a thing, a creation. We have had no endowment, 
such as the Rockefeller Institute and other similar 
organizations, but from our own efforts we have 
built up the foundation for our enterprise in 
research. 

“We may run many risks of being discredited, 
because it is not considered ethical fora physician 
to patent medicines and drugs, but the’ drugs that 
we have put on the market and hope to continue to 
put on the market have brought us nothing per- 
sonally. The. proceeds have been devoted to this 
research in the name of humanity. _ 

“Republics are notoriously ungrateful, and the 
fact that we sold the Government salvarsan at one- 
half the price we could have legitimately charged 
them, and moreover at a time when they could have 
got it nowhere else, despite the necessity for it, is 
either soon forgot or else never known by the gen- 
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eral public. In our own hearts we are satisfied that 
we have carried on in the best interests of our 
country and of the people’s health. We have gained 
nothing personally from the rewards of our work. 
The war has ended: between nations, but the war 
against disease must go on and on, and it is for 
this purpose that we have dedicated our efforts and 
their financial rewards. 

“While it may be a departure from precedent for 
professional. men to engage in production and sale, 
it is certainly not subversive of the highest ethics 
when the motive is to dedicate the fruits of such 
activities to the support of medical research. We 
had no permanent endowment, such as is possessed 
by other laboratories, to support us, and had it not 
been for the profits made on salvarsan, our labora- 
tories would of necessity have been closed. Their 
funds have enabled us to conduct numerous labora- 
tory investigations which have been published to 
the medical profession in over 70 contributions. We 
have furthermore produced two new drugs of value 
which will soon be made available to physicians. 

“Up to the present time my colleagues and myself 
have possessed legal title to these assets, but we 
realized from the beginning that we were merely 
the custodians of this fund and it was our duty, in 
conformity with the highest medical ethics, to devote 
the profits accruing from our laboratory activities 
to the common good.” 


Dr. David Riesman,|| a member of the 
Board of Trustees of the D. R. L., said of 
this gift : 

This is an unusual occasion that has, as far as I 
know, only one parallel, namely, the presentation of 
the gift of William and Charles Mayo creating the 
Mayo Foundation. Doctors Schamberg, Kolmer, and 
Raiziss, in giving freely the wealth that legally is 
theirs so that research may be continued in the 
laboratories established by them are living up to 
the immemorial traditions of medicine that make it 
incumbent upon medical men to give their inven- 
tions and discoveries freely to the world. 


The Dermatological Research Institute 
proceeded to function in the manner and 
spirit outlined by Dr. Schamberg. It engaged 
in the manufacture and distribution of phar- 
maceutical preparations as well as in re- 
search, which was supported by the profits 
from the sale of drugs. The productions 
of drugs continued until Oct. 18, 1922, when 
the plant was sold to the Abbott Labora- 





|| Transcript of testimony given before the Sena- 
torial Committee on Dyestuffs, March 30 and April 
4, 1922. 
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tories of Chicago, thereby ending the com- 
mercial activities of the Institute. Dr. Raiziss 
resigned as a director of the Institute and 
became an employee of the Abbott Labora- 
tories. At the same time, with endowment 
obtained from the accumulated profits and 
the sale of the manufacturing facilities, the 
Research Institute of Cutaneous Medicine 
was organized to carry on the purely scienti- 
fic activities. A property located at 2101 Pine 
Street was purchased, remodeled and suitably 
equipped to carry on the research work of 
the Institute. A new Board of Trustees 


‘assumed office, consisting of Jay Frank 


Schamberg, M.D., President and Director, 
John A. Kolmer, M.D., Secretary and Treas- 
urer, Herbert L. Clark, Albert D, Ferguson, 
M.D., George W. Raiziss, Ph.D., and David 
Riesman, M.D. 

The Institute continued to function under 
this title until Dec. 14, 1949, when, by a 
merger, it became affiliated with Temple 
University as the “Institute of Public Health 
and Preventive Medicine.” Unfortunately, it 
thus finally became divorced from derma- 
tology and syphilology, to which it had made 
such valuable contributions under the leader- 
ship of Dr. Schamberg. The Deed of Gift, 
dated March 3, 1921, permitted this step 
through the nonspecific permissive wording, 
“Upon the death of all three members of the 
original association, the funds and assets 
of the Laboratory shall be transferred to 
the University of Pennsylvania, or some 
similar institution, for the support of medical 
research.” 

From 1912 until 1949, the Staff of: the 
Dermatological Research Laboratories, un- 
der its various titles, contributed a com- 
prehensive monograph *! on organic arsenical 
compounds and more than 500 scientific 
papers covering a wide range of medical and 
allied subjects. 

In 1922, in the course of a senatorial hear-:- 
ing into the.existence of an alleged dye 
monopoly in the United States, Herman 
A. Metz, the representative of several Ger- 
man firms in this country, charged that 
forces which allowed the D. R. L. to func- 
tion in the field of arsenical manufacture 
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were motivated not by patriotism, but by 
a desire to ruin his business.?* He further 
charged that the Federal Government dis- 
criminated against his firm by exempting 
the D. R. L., a purely commercial enterprise 
in his opinion, from income tax, and thus 
placing it in a more favorable competitive 
position. Dr. Schamberg showed prophetic 
insight into the future course and develop- 
ment of the American pharmaceutical and 
chemical industry when he said, in his open- 
ing statement f at the hearing: 


Now it is very important in the United States 
that the chemical industries should be encouraged. 
Heretofore, there can be no doubt, we have been 
far behind in chemistry, far behind the European 
countries, particularly Germany, but with the eco- 
nomic status of Germany at the present time, with 
the inability of the German Government to sub- 
sidize to the extent that it has in the past, America 
is bound to spring to the foremost position in chemi- 
cal research, and the honor of leading research in 
this respect should fall upon the United States; the 
mantle heretofore resting on other countries should 
fall on the United States. 

But it is necessary, of course, that there shall be 
a development along collateral lines, because no 
discovery is revolutionary, it is evolutionary. And 
work which is being done in one laboratory stimu- 
lates work in another laboratory. So the chemical 
industry in the United States in the interests of the 
United States and the interests of the world should 
surely be encouraged. 


And, at the same hearings, he said, “And 
I believe that the human race has much 
to expect from researches of this character 
(D. R. L.) because the time will come 
when these various infectious germs will 
be destroyed by a synthetic product which 
is made in the laboratory.” 

A Resolution ** adopted by the Council 
of the American Dermatological Association 
in May, 1916, read as follows: 

Whereas, The importation of salvarsan has been 
stopped by the war in Europe, and the loss of this 
valuable remedy would have entailed serious conse- 


quences to the life and health of the afflicted, and 
indirectly to the health of the community; and 


Whereas, Drs. Schamberg, Raiziss and Kolmer, 
after an extended research, have produced in arseno- 





{ Transcript of testimony given before the Sena- 
torial Committee on Dyestuffs, March 30 and April 
4, 1922. 





benzol a substance equivalent to, if not identical 
with, salvarsan, and have placed it at the disposal 
of the profession ; 

Now, THEREFORE, BE IT Resotvep, That this As- 
sociation record its appreciation of the valuable 
service rendered to the profession and to humanity 
through the successful efforts of these gentlemen. 


At the 1921 meeting of the American 
Dermatological Association,# the following 
action was taken regarding the Dermato- 
logical Research Laboratories : 


Dr. Pusey stated that the Dermatological Re- 
search Laboratories had recently done a thing un- 
precedented in medical history. Since they had de- 
veloped and placed upon the market Arsphenamine 
and its allied products, they had netted a profit of 
$511,000.00. The entire sum of money thus earned 
had been turned over by Dr. Schamberg and his 
collaborators to a corporation established for medi- 
cal research. He knew of no similar act by medical 
men, and moved that the Association express its 
appreciation of this act on the part of the Director 
of the Institute. Seconded by several and unani- 


- mously carried. 


This brief biography has attempted to 
demonstrate the pioneer activities of Jay 
Frank Schamberg and the Dermatological 
Research Laboratories, which he fathered, 
in laying the foundations of chemical, chemo- 
therapeutic, and dermatologic research in 
America. 
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Kingston, Jamaica, B. W. |. 


TALULA LULU UU ULLAL UU UL 


It has been accepted over the years that 
there are three distinct types of lesions in 
frambesia tropica (yaws). They tend to 
occur in a certain sequence. In consequence, 
it has been customary to refer to the three 
types of lesions as belonging to the primary, 
secondary, and tertiary stages. However, 
there is a great deal of variation in the time 
relationship of the lesions of the three stages 
and much overlapping. Because of this, it 
has been suggested that the old terminology 
be discarded. Nevertheless, the lesions of 
the three stages do occur in a definite se- 
quence and develop differently. 

Hill, Kodijat, and Sardadi (1951) suggest 
that the initial lesion should be called initial 
frambesioma or initial frambesial ulcer. The 
initial lesion, however, may start as a papule 
and develop into the typical papilloma or 
frambesioma; or infection may occur on an 
excoriation, fissure, or ulcer, the preexisting 
lesion influencing the contour and shape of 
the resultant (initial) granuloma; or the 
initial lesion may be a small macular patch, 

Hill goes on to suggest that the word 
frambeside should cover all the other various 
manifestations of the disease. I should have 
thought that the term frambesids would 
have been preferable, although I am not 
in favor of this term either. 

It certainly does not seem to simplify our 
concept of the disease process to use a single 
term to denote lesions which are produced 
hematogenically, in which Treponema per- 
tenue are consistently present, as well as 
those lesions which are considered allergic 
responses to superinfection and in which 
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Vicwiwiiclaticne in Chil mbusles Tropica ( Yous ) 


Treponema pertenue are never found. Al- 
though the “id” concept (in the term 
frambesids) might be stretched to this ex- 
tent, it certainly, in my opinion, should 
not be done. 

Hasselmann (1952) in the summary of 
his excellent paper considers it, “fatuously 
unreasonable and illogical to refer in fram- 
besia to ‘primary,’ ‘secondary,’ or ‘tertiary’ 
lesions,” but that, in my opinion, is exactly 
what the lesions are. He suggests instead 
(a) initial yaw; (>) generalized, metastatic 
papules and papillomata (Note: He, of 
course, omits the five other types of second- 
ary lesion); (c) the late stage with (1) 
keratodermia of soles and/or palms and (2) 
ulcerative lesions. 


The classification suggested in the body 
of his article is preferred, viz: (1) initial 
(primary) lesion; (2) generalized metastatic 
stage or generalized metastatic (polypapil- 
lomatous) frambesids; (3) late manifesta- 
tions. 


The use of the term generalized yaws for 
the secondary lesions is not new. It was 
in fact the accepted term with the Rocke- 
feller Foundation in Jamaica until they began 
to use an amended nomenclature in accord- 
ance with suggestions put forward by me. 


From knowledge and experience gained 
in following up over 1800 cases of yaws 
with infectious lesions (among which 500 
had still active initial lesions ) and 2349 other 
cases with lesions considered noninfectious, 
the following classification and nomenclature 
are suggested : 

I. Herald lesion (incubation period two to six 
weeks’ duration). 

This may be a papule or granuloma or a macular 
patch. It is the result of direct or indirect contact 
of broken skin (macroscopic or microscopic) with 
Treponema-pertenue-infected droplets. Very oc- 
casionally no herald lesions develop. This was 
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shown by Paulet (1848) who vaccinated 14 Negroes 
with droplets from frambesioma lesions. In 4 of 
them no initial lesion appeared but typical secondary 
lesions developed in 18 to 20 days; the other 10 had 
herald lesions, followed by secondary lesions. For 
this reason the term “herald” lesion is preferred to 
“Snitial” or “primary” lesion. 

II. Secondary lesions (or manifestations) “I should 
have little objection to the term second stage (poly- 
morphous) frambesids.” 

Occurrence two to four weeks after herald lesion. 
Duration: 6 to 18 months, on an average, if un- 
treated. These are due to hematogenically spread 
organisms. These secondary manifestations may ap- 
pear as: 


1. Macular lesions—may occur as early as 10 


days from the time the herald or initial lesion is 
first seen, usually three to four weeks, however. 

2. Folliculo-papular lesions—may occur as early 
as 11 days from evident onset of initial lesion, 
usually longer. 

3. Papular lesions, or lichenoid lesions (Fox and 
Hasselmann). 

4. Frambesiomata, or polypapillomata (Hassel- 
mann), or granulomata (Rogers and Megaw)— 
usually occur within three to eight weeks after 
initial lesion. When occurring in moist areas (e. g., 
perineal) lesions persist for a long period. 

5. Bone lesions—may be first sign of the sec- 
ondary manifestations; may occur within three 
weeks of the observed herald lesion, usually longer. 

6. Dactylitis—may occur about 12 weeks after the 
primary lesion. 

7. Palmar and/or plantar granuloma (Napier)— 
may occur within four weeks, usually much longer 
—18 weeks or more after initial lesions. 

8. Plantar and/or palmar hyperkeratosis. 
fit. Tertiary (or late) manifestations (The term 
third stage, or tertiary, frambesids is also suitable). 

These lesions seem the result of antibody-allergen 
response. They rarely appear before 12 to 14 
months, usually more than three years after the 
herald lesion. Tertiary lesions are prone to occur 
at sites of previous primary or secondary lesions. 
A typical ulcerative lesion was seen to develop on 
the scar from a herald lesion on the right breast of 


A. M. A. ARCHIVES OF DERMATOLOGY 








a mother who was suckling a child with infectious 
lesions on the mouth. The primary lesion was ac- 
quired from a child some years previously. 

These tertiary or late manifestations may appear 
as: 


1. Nodular lesions. Many go on to ulceration. 
They tend to heal leaving hyperpigmented areas. 

2. Ulcerative or granulomatous lesions. 

3. Psoriasiform or scaling lesions. 

4. Gumma—may break down to form ulcerative 
lesions. 

5. Juxta-articular nodules—may occur from 2 to 
60 years after the initial lesion. 


6. Goundou—a hyperplastic osteitis—only appears 
several years after onset of the disease. Fortunately 
is rather rare. 


7. Gangosa—involves the cartilage of the nose. 
8. Plantar and/or palmar keratodermia (Hassel- 
mann). 
CONCLUSION 
I suggest the following classification for 
frambesia tropica (or yaws) : 
I. Herald lesion 
II. Secondary manifestation 


III. Tertiary manifestation 


Individual lesions of each stage should be 
designated according to the pathology pre- 
sented. 


Kingston Hospital. 
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. Penicillin in ssh ati ah lend Syphilis 


Results of Therapy with Procaine Penicillin in Aluminum Monostearate 


MEYER L. NIEDELMAN, M.D., M.Sc. (Med.), 
Philadelphia 


NOUV UHV 


So much attention has been centered on 
penicillin therapy of asymptomatic syphilis 
and efforts to stabilize and streamline it, that 
the use of this new type of treatment for late 
latent syphilis has been relegated to the 
background. This subject was undertaken in 
order to determine, among other objectives, 
the therapeutic value of penicillin in late latent 
syphilis cases as to the outcome of serologic 
tests. 

A review of the recent annual reports of 
the Philadelphia Department of Public 
Health reveals that late latent syphilis com- 
prises better than one-half of the total 
syphilis cases reported. For the purpose of 
this paper late latent syphilis is defined as 
asymptomatic syphilis of more than four 
years’ duration with no clinical or laboratory 
evidence except a positive blood serologic 
test. 
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Mr. Michael J. Burke, Statistical Epidemiolo- 
gist, and Mrs. V. A. Bartlow, Secretary, Division 
of Preventive Medicine, Section of Venereal Disease 
Control, Department of Public Health, gave valu- 
able assistance. 

From the Division of Dermato-Syphilology 
(Service of Norman R. Ingraham, M.D.), Depart- 
ment of Medicine, Philadelphia General Hospital, 
and Temple University School of Medicine, 
Dermato-Syphilology Department (Carroll S. 
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There are many reasons for this apparent 
lack of interest in the treatment of late latent 
syphilis with penicillin since opinions vary 
as to the value of treatment in this stage 
of the disease. Many patients feel that a posi- 
tive serologic test places a stigma on them. 
Late latent syphilis shows no physical signs 
or symptoms. In fact, a meticulous examina- 
tion to exclude them forms the first essential 
for a diagnosis of late latent syphilis. The 
patient is not incapacitated in any way and 
carries on his daily routine without ill effect. 

With negative results of a careful general 
physical examination including fluoroscopy 
and electrocardiograms and various tests for 
sensory disturbances or pathologic changes 
of any kind that might be attributed to a 
syphilitic infection, the positive serology re- 
mains as the only indication of syphilis. How- 
ever, one must be careful to try to exclude 
other diseases which may cause a biologic 
false-positive reaction. A negative cerebro- 
spinal fluid is required in all patients before 
late latent syphilis can be diagnosed. It has 
been variously estimated that late complica- 
tions may develop in syphilis in from 25% 
to 35% of untreated patients. In the main, 
late latent syphilis is certainly overtreated 
with the hope only of reversing the positive 
blood findings in the majority of patients. 
Certain pertinent questions arise in a paper 
of this type in order to determine whether 
one should treat patients with late latent 
syphilis and what effect previous treatment 
has on future treatment and serologic re- 
sponse, Is STS a sole guide for further treat- 
ment? Answers to these questions will be 
attempted in this study. 

Moore’ estimated that about 25% of all 
untreated syphilis patients would develop 
lesions of the cardiovascular and cerebro- 
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spinal systems; 25% would develop gum- 
mata of the skin, bones, or viscera, and 
another 25% would be asymptomatic. In the 
remaining 25% there will be both a spon- 
taneous serologic and a clinical cure. Treat- 
ment is recommended to prevent these late 
complications as well as to rid the patients 
of the stigma of a positive blood reaction. 
Moore has pointed out the importance of 
race and sex in the prognosis of latency 
rating. Negroes are more prone to develop 
late lesions of the cardiovascular type than 


whites, and women are less likely to develop | 


manifestations of the disease than men. In 
the early stages of syphilis, race, sex,. and 
age do not affect initial reagin titer or its 
response to treatment. Since late cardiovas- 
cular or neurologic syphilis does not develop 
for several years after the initial infection, 
some physicians are of the opinion that per- 
sons over 60 years of age should be exempt 
from any treatment, for it is felt that they 
will succumb to natural causes before the 
disease progresses to the asymptomatic stage. 
However, we feel that if the patient has 

not had any treatment whatsoever or if the 
treatment is inadequate, it should be insti- 
tuted after proper studies have been com- 
pleted. 

Usilton and Miner? determined that the 
life of white men with untreated syphilis 
between 30 and 60 years of age is shortened 
17%, and that of Negro men of the same age 
group, 30% as compared with the eres! 
population. 

In 1944, Black-Schaffer and Rosahn * re- 
ported that one-fourth of autopsies showing 
syphilitic lesions had been seronegative at 
the last admission of the patients. One-half 
of the patients with negative sera showed 
nonanatomic lesions, but the datter increased 
with increasing frequency ofpositive sera. 
Syphilitic organic disease was detionstrated 
in only %o of the cases with negative sera 
and in 4’ of the cases with positive sera. 
They judged that the likelihood of déath' due 
to syphilis is twice as great in the sera-posi- 
tive as in the sera-negative cases. Anatomic 
syphilis was likewise discovered in % of 
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patients showing serologic reversals. The 
sex of the patient did not appear to influence 
the results. 

Jordan and Dolce‘ in a 10-year study of . 
160 patients found that 25% of poorly 
treated patients became negative and re- 
mained so for some years. About 20 to 25% 
of them showed cardiovascular complications 
if the observation period was extended to 
10 years. A persistent strongly positive reac- 
tion is a bad prognostic sign. for the clinical 
result. Fluctuation of the titers is usually 
a favorable sign. In the 100 patients con- 
sidered to be well treated, the serologic reac- 
tions fluctuated over a period of years, but 
reversals occurred in only 17% more than 
in patients who had little or no treatment. 
Adequate treatment will reduce to a minimum 
the risk of late complications. It has been 
concluded that in patients of 45 yeats or 
over without adequate treatment complica- 
tions will develop in one case out of four, 
whereas in patients with adequate treatment 
complications can be expected only in 1 in 
20. Thus, treatment is definitely to be recom- 
mended in late latent syphilis and better 
results follow more adequate treatment. 

Jordan and Dolce * comment on the un- 
fortunate fact that 68.6% of the patients 
failed to return for follow-up. 

‘Diseker and his co-workers ° found that 
the least satisfactory results of prolonged 
treatment are found in Negro men, while 
the best results are found in white women. 
Cardiovascular complications are more fre- 
quent in Negro men and neurosyphilis is 
commoner in white men. Proportion of pro- 
gressions are found to be higher among men 
than women. : 

Blum and Barnett * are strongly in favor of 
testing antibiotic therapy for late latent syphi- 
lis. They do not agree with writers -who are of 
the opinion that enormous. series of ‘cases 
would have to be observed over many years 
before the proper evaluation of penicillin 
treatment would be possible. In their opinion, 
a fairly correct idea of the efficacy of ‘this 
treatment could _be obtained. by studying 
large numbers | of patients subjected. to this 
type of treatment, basing the: incidence: of 





























progression on the total observation period 
and not on a percentage basis. They empha- 
sized the minimum risk associated with peni- 
cillin therapy and the advantages of the short 
period of treatment required. In their most 
recent paper on “The Effect of Treatment 
in Late Latent Syphilis,” Barnett and asso- 
ciates * refer to a cooperative study of late 
latent syphilis made in four San Francisco 
clinics for the purpose of acquiring pre- 
liminary data on the efficacy of penicillin. 
They emphasize that when previous treat- 
ment has been adequate, subsequent treat- 
ment does very little good. We have found 
similar results in our present studies. Metal 
chemotherapy reduces the incidence of pro- 
gression in late latent syphilis, and the 
authors express the hope that penicillin may 
prove just as effective or even better. Since 
two progressions were noted, they conclude 
that penicillin is not an absolute preventa- 
tive. Progressions are apparently more fre- 
quent in serofast cases. They feel that their 
preliminary observations are just—that peni- 
cillin is probably not as efficient in late latent 
syphilis as metal chemotherapy. They caution 
against prescribing penicillin as a “safe- 
guard” when syphilis has not been unequiv- 
ocally established to avoid the inconvenience 
of further investigation and follow-up. 

_ The present series of cases were observed 
in Philadelphia General. Hospital, Temple 
University Hospital, and my private practice. 
All the patients were carefully studied so that 
a late latent syphilis diagnosis could be clearly 
established. The vast majority of the patients 
were either drawn from our own clinic or 
referred from one of the Philadelphia De- 
partment of Public Health Venereal. Disease 
Clinics or other agencies whose accurate 
records of previous treatment were obtained. 
A complete history and physical examination, 
including cardiovascular examination studies, 
were done. when. necessary. All these tests 
were negative. No-patient in our study had 
benign tertiary lesions: Each patient in the 
study had at least one and many had-several 
cerebrospinal fluid examinations § which were 
all negative. 





PENICILLIN IN LATE LATENT SYPHILIS 


Repeated blood serologic tests were per- 
formed to verify the diagnosis of late latent 
syphilis, and every precaution was taken to 
rule out a biologic false positive reaction. 
Usually with extreme care many doubtful 
cases were eliminated from the study, and all 
patients known to have congenital syphilis 
were also eliminated. The only findings in 
our patients were a positive blood serologic 
test and no evidence of any active lesion. 

Many patients were not included because 
of the lack of cooperation or lack of sufficient 
follow-up, refusal of spinal examinations, 
and questionable diseases. which could not 
be attributed to syphilis. It was assumed 
that if a spinal fluid examination were nega- 
tive at the initial studies when a diagnosis 
of late latent syphilis had been established, 
it would remain so subsequently. In passing 
I might remark that many of the patients 
had repeated spinal fluid examinations at 
the completion of the study, and they were 
all negative. 

The serologic tests performed were the 
Kolmer complement fixation test, the Kahn 
quantitative serum test, and the VDRL 
quantitative serum test. Previous studies 
have shown that penicillin alone is effective 
in all the other stages of syphilis. It is very 
difficult to make comparative studies on cases 
which have had previous treatment and have 
been followed for only a short’ period of 
tinie. However, by comparison’ with our for- 
mer- methods of treatment an ee 
evaluation can be determined. 

A total number of 316 cases were studied 
and were followed for a minimum of one 
year or as long as three years after initial 
treatment. 

The dosage per course varied from 
3,600,000 units PAM * in the first year to 
6,000,000 units in the second and third years. 
Fifty per cent of the patients were between 
20 and 50 years of age, and the majority 
of them .were female. The most. satisfactory 
results of treatment were obtained in the 
younger age groups (Table 1). Approxi- 





‘* PAM is used to designate procaine penicillin 
G containing 2% (w/O) aluminum monostearate in 
‘ sesame oil 300,000 units per cubic centimeter. 
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TABLE 1.—Results of Treatment by Age 








Satisfactory Unsatisfactory 








Age No. Negative 

20-30 48 14 (29.2%) 20 (41.6%) 14 (29.2%) 
31-40 81 7 (86%) 45 (55.6%) >29 (35.8%) 
41-50 80 9 (11.2%) 33 (41.8%) 38 (47.5%) 
51-60 61 7 (11.5%) 80 (49.2%) 24 (89.38%) 
61-70 35 2 (6.7%) 7 (20.0%) 26 (74.8%) 
71-80 ll 0 0 11 (100.0%) 
Total 316 89 (12.8%) 185 (42.7%) 142 (45.0%) 





mately 90% of the patients seen were non- 
white. 

Of the 33 cases in white patients, 2 became 
negative (6.1%) whereas of the 283 cases 
in nonwhite patients, 37 became negative 
(13.1%). The satisfactory titer (below 8 
Kahn units) in the white patients numbered 
7, or 21.2%, and in the nonwhite patients, 
128, or 45.2%. The unsatisfactory cases in 
the white series numbered 24, or 72.7%, and 
in the nonwhite series 118, or 41.7%. 

This discrepancy as to the final results 
in the white patients is more apparent than 
real, as 90% of the white patients had re- 
ceived adequate previous treatment (20 
arsenical and 20 bismuth injections), and 
a number had retreatments which would af- 
fect the statistical data. Actually, there is 
not any statistical significance. 

In 92 cases (29%) in which the titer was 
satisfactory before beginning treatment, the 
final titers were negative in 24 cases, or 
26.1%; satisfactory in 62, or 67.4%, and 
unsatisfactory in 6, or 6.5%. In 224 cases 
(71%) in which the initial titer was un- 
satisfactory, the final titer became negative 
in 15, or 6.6% ; satisfactory in 127, or 56.8%, 
and remained unsatisfactory in 82, or 36.6%. 

In those with a titer of 16 units or higher, 
the negative titers dropped and the unsatis- 
factory titers increased, this being lower than 
metal chemotherapy, which has a serofastness 
of 50%. However, it is assumed that even 
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this serofastness will decrease with an in- 
crease of time. The over-all percentage of 
titers which still remained positive, 87.7%, 
is, however, still much higher than one ob- 
tained with metal chemotherapy. This im- 
mediately makes one: believe that penicillin 
is not as effective as the older treatment. One 
must not judge this too hastily, as these titers 
should decrease in 5 to 10 years to probable 
comparable figures. 

The negative titer of 33 patients (10.4%) 
is very encouraging for penicillin therapy. 


‘It will be noted that six patients (6.7%), 


who had a satisfactory titer before treatment, 
developed a titer higher than 8 units after 
treatment. This could possibly be explained 
on the ground that the penicillin may have 
reactivated an old focus of infection, releas- 
ing the toxins liberated by the spirochetes and 
thus causing a higher reagin titer. However, 
none of these patients showed any clinical 
deviations from their usual norm. It will also 
be noted that the greatest number of pa- 
tients, 29%. of those who had_a satisfactory 
titer, became negative. This wouid indicate 
that penicillin has a definite effect in in- 
fluencing the serologic response downward 
(Table 2). 


PAM was administered to 188 (59.5%) 
previously untreated patients. Previous treat- 
ment had been given in 98 (31%), being 
adequate in 38 (9.5%) (Table 3). 

In the series of 188 cases receiving PAM 
as their only therapy, 19 (10.1%) became 
serologically negative following treatment, 
84 (44%) showed a satisfactory titer, and 
85 (45.2%) remained unsatisfactory. 

In 38 patients in whom PAM therapy was 
preceded by adequate previous treatment, the 
titers became negative in 10 (26.3%), satis- 
factory in 18 (47.4%), and remained unsatis- 
factory in 10 (26.3%). 


TABLE 2.—Results of Treatment of 316 Patients in Relation to Their Initial Titer 




















7 Satisfactory Unsatisfactory 
Initial Titers No. ters Titers Titers 
GRUNGE 56 iio onck nc Pok dees oceees cecesstuceus 92 (29%) 24 (26.1%) 62 (67.4%) 6 -(65%) 
WOURTIBTOOLORD 6 oo 555 5 oss cocecccess setvesesivvar 224 (71%) 15 (6.6%) 127 (56.8%) 82 (36.6%) 
WONG cad cs vacoucsiodsncamseaets Sienimereaes 316 (100%) 39 (12.8%) 189 (59.8%) 88 (27.9%) 
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In 60 patients in whom PAM was pre- 
ceded by inadequate previous treatment, the 
titers became negative following PAM ther- 
apy in 10 (16.7%), satisfactory in 26 
(43.3%), and remained unsatisfactory in 
24 (40%). 

In 30 patients in whom retreatment with 
PAM was administered, none of the patients 
became negative, 7 (23.3%) patients became 
satisfactory, and 23 (76.7%) remained 
unsatisfactory. Thus in the entire series of 
316 patients, the titers became negative in 
39 (12.3%), satisfactory in 135 (42.7%), 
and remained unsatisfactory in 142 (45.0%) 
patients. 


The best results were obtained in those 
who had had previous adequate bismuth and 
arsenical therapy, next in those who had in- 
adequate previous treatment, then in those 
who had no previous treatment, and the poor- 
ést results in patients previously treated with 
penicillin. This last group had received up to 
five courses of penicillin and showed the 
highest percentage of unsatisfactory titers. 
The negative and satisfactory titers were also 
lowest in this group. 


The retreatment group, therefore, were 
the poorest to show an effective drop in 
titers. The final results were not affected as 
to whether or not the patient had previous 
adequate or inadequate treatment. After the 
titer had dropped to a satisfactory level (4 to 
8 Kahn units), further treatment had no 
appreciable effect. It was therefore assumed, 
from this study and from many patients 
treated since this study was closed, that 
when the patient’s titer remained at a satis- 
factory level (4 to 8 Kahn units) no amount 
of retreatment altered the titer. A spon- 
taneous drop to negative would occur irre- 
spective of retreatment, whether it was one 


or more courses. In fact, as has been shown 
in Table 3, the poorest results were in this 
group. Also, the number of courses of treat- 
ment had no appreciable effect on the sub- 
sequent titer drop, and it has become our 
policy to retreat each patient with only two 
courses of treatment, and, if necessary, then 
take rechecks of their blood and physical 
examinations at stated intervals of three 
months. After one year if these were nega- 
tive the patient was discharged. 

Kaplan jf stated, “In our experience in in- 
dividuals with persistent findings after an 
initial adequate regime of either penicillin 
or chemotherapy, repeated courses of therapy 
administered in the hope of achieving a fur- 
ther precipitous fall of the STS or in the 
hopes of accelerating the achievement of 
seronegativity has been shown to be en- 
tirely unwarranted.” 


Actually, there was an over-all improve- 
ment in the titer (Table 4). Blum and Bar- 
nett ° found that in Negroes at the end of 
three years, 4.4% showed progression, and 
at nine years, 4.7%. This would indicate 
that progression did not advance with time. 
As our patients were studied up to three 
years after treatment and progression did 
not occur, it could be assumed that no further 
complications would occur. They also showed 
that in the untreated group, 5.3%, and in 
the inadequately treated group, 10.9%, 
showed progression. Here again penicillin 
may have had an inhibiting effect on pro- 
gression (Table 5). 


+ Kaplan, B. I.: Long Term Results of Therapy 
in Latent Syphilis, Paper read at the Symposium 
on Syphilis, Venereal Disease Control Center for 
Department of Health, Education, and Welfare, 
Regions I and II, Philadelphia, March 3, 1954. 


TABLE 3.—Results of Treatment with PAM in Relation to Previous Treatment 








Previous Treatment No. 
(59.5%) 
(12.0%) 
(19.0%) 
(9.5%) 


316 (100.0%) 


No previous treatment 
Adequate previous treatment 
Inadequate previous treatment 
Retreatment PAM 


Negative 
Titers 


Satisfactory 
Titers 


Unsatisfactory 
Titers 
(10.1%) 84 (44.7%) 
18 (47.4%) 


19 85 (45.2%) 
10 
10 26 (483.8%) 
0 
39 


10 (26.8%) 
2% (40%) 
28 (76.7%) 


M42 (45.0%) 


7 (23.38%) 
185 (42.7%) 
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TaBLe 4.—Final vs. Initial Titers Following Treatment of 316: Patients :::: 








A. Initial Titers = ° ‘ 4 ee 


























Negative Reduced Unchanged » Increased 
Initial Titers “No. Titers Titers Titers Titers 
OO tinlta soe i ie ntse 98 (29.5%) ! 20 (51.8%) 34 (18.8%) 21 (84.9%) 18 (50%) 
MONEE 5 ok os Goks phases vs 56 (17.7%) 10 (25.6%) 28 (15.5%) 13 (21.7%) 5 (18.9%) 
a BERS ROR i ney te 40 (12.6%) 4 (10.2%) 26 (14.4%) 4 (6.7%) 6 (16.7%) 
eB Oey ee ae ge 86 (11.4%) 8 (7.7%) 28 (15.5%) 8 (5.0%) - 2 (6.5%) 
pO een ye er 82 , (10.1%) 1 (26%) 21. (11.6%) , 6 (10.0%) . 4 (11%) 
BO OIE i 5s ie sess pens 88 (10.4%) 1 (26%) 28 (12.7%) 9 -(15.0%) 0 Oo 
Gls WS iia aes 14 (4.5%) eee | eee 10 (5.5%) 8 (5.0%) 1 (2.8%) 
BORE WONG oink sik Secen eens ll (8.5%) 0 0 10 (5:5%) 1 (1.7%) - 0 0 
BONG MIE og ss ck ca cei canes 1 (08%) 0 0 1 (0.5%) 0. 0. 0 oO 
POCO 55S views areegee 316 (100%) 39 (12.8%) “181 (57.5%) 60 (18.9%) 89 (11.8%) 
B. Final Titers 
Final Titers No. Percentage 
POURING Sins Keto cnssiiniar ss ee cdecensenns 39 12.3 
WB Me i Sis Send cicecceenses 131 41.5 
TB NOS a oi cos nena d id beaw s ¥sch sen dee ie 41 13.0 
WE UE co wcnscrsdnaahepscvcdsunauesies 41 13.0 
ee da ha eee ppm Ter rier ry tien 22 7.0 
SRB GE ss oo ieaseceesa pees caveeeisnagss 16 5.1 
BOD SN a si oiived ccs esedscceeassaccan 20 6.3 
GE ass cas is ieesdccseccsee cess 3 0.9 
pT gs Re Reed eran g Sma pypE See ey 3 0.9 
IME ons cuca ibpswas oases éeeee seuss 816 100 
TABLE 5.—Distribution of 316 Late Latent Syphilis SUM MARY 


Patients Treated with PAM Who Became 
Negative, or 4 Units Positive 








Distribution by Age, Sex, and Color 





The therapeutic value of penicillin has 
been evaluated in 316 patients with late 
latent syphilis as to the final outcome of 


Negative the STS over a three-year period. 
MAB... 6.2.55 2 white 11 Negroes - 
Female 1 white 25 Negroes A review of the recent annual reports of 
Total........ 3 36 the Philadelphia Department. of _ Public 
PORE SOtMh. ow. cs senviree sone 39 Health reveals that late latent syphilis com- 





Year 20-80 90-40 40-50 50-60 60-70 Total prises more than one-half of the total syph- 
Ist 5 6 5 7 2 24 
as = 2 . . ae ilis cases reported. 
8d Pee a ore cane 4 PAM is effective in the treatment of late 
Total 10 9 8 10 2 39 latent syphilis. 
4 Units. Positive i : 
rhea a pee PO er The most satisfactory results of treatment | 
Female 2 white 37 Negroes were obtained in the younger age groups. 
Total........ 4 67 The best results as to the final STS were 
ssa basen eM coset NO a obtained in those who had previous adequate 
Year 20-80 3040. 40-50 5060 6070 Total © bismuth and arsenical therapy, and the poor- 
ee Ba es . est results in patients previously treated with 
3d 8 6 1 1 * nl -penicillin. Some in this last group had re- 
Total 10 24 20 15 .. ceived up to five courses of penicillin and 


Initial Titers Before PAM 


8 16 82 64 128 256 
Initial Titers Units Units Units Units Units Units Total 





showed the highest percentage of unsatis- 
factory titers. 


Meta tO ee ae Penicillin is as effective in the ultimate 
4 uni Wear oe 22 1 
wee BN Re: SS MCD 2 cpesalts wy late latent syphilis as arsenic and 
Total,..... M8 8, uM. BNO. teemuth formerly were. oe 
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PENICILLIN IN LATE LATENT SYPHILIS 


When the patient’s titer remained at a 
satisfactory level (4 to 8 Kahn units), no 
amount of retreatment altered the titer. 
Therefore, if a patient is retreated one time, 
this is sufficient to attain the desired end- 
result. 

PAM resulted in lowered titers both in 
formerly treated and untreated patients. 

There was no appreciable difference be- 
tween. age, race, and sex. 

There was no progression of the disease 
in our series. 


2123 Pine St. 
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Syphilis wadl Yows 


BRUCE B. BARRACK, M.B., Ch.M., 
Brisbane, Australia 


ANNULUS UA 


There are not, in the whole of medicine, 
two diseases so similar as syphilis and 
yaws *—so similar in their clinical mani- 
festations ; so similar in their clinical course ; 
so similar in their causal organisms that they 
cannot be distinguished by any known path- 
ological process one from the other; so 
similar in their serological reaction that they 
are the same for the two diseases ; so similar 
in their response to treatment, whether that 
treatment was one of the earlier medications 
or the more recent modern treatment by 
antibiotics ; so similar in every respect—one 
disease almost confined to the people of the 
temperate zone and the other to the people 
of the tropical zone; so similar that the 
question must arise once more: Are they 
not one and the same disease modified by 
the climate and the conditions in which they 
occur? 

To arrive at any conclusion the histories 
that are available of both diseases must be 
examined to see, if possible, whether therein 
lies the explanation of the dual naming of 
this disease. 

First, as to syphilis, I think it can be 
generally accepted that the post-Columbian 
origin of syphilis is now more or less well 
established. We have a fairly well-cut picture 
of Columbus and his sailors returning from 
the Caribbean—a tropical zone—in 1493 and 
bringing with them a disease—a new disease 
to which the inhabitants of Europe had no 
immunity ; a disease which hit its new victim 
like a thunderbolt. Its spread was rapid— 





Submitted for publication Jan. 16, 1956. 

* Yaws is also known as frambesia and fram- 
boesia tropica. To avoid confusion the term yaws 
is used throughout this paper. 
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that was to be expected. Sailors visit many 
ports; the disease, finding new ground, 
flourished, and it flourished in a most viru- 
lent form, so much so that because of the 
large lesions it was known as the great pox, 
as opposed to variola or the smallpox. It 
continued to flourish for some fifty years 
until it appeared, like other infectious dis- 
eases, after a time when a degree of im- 
munity had been established, to lose some 
of its virulence, and it assumed the state in 
which we know it today. 

Its early spread has been recorded. After 
Columbus returned to Spain in 1493 his 
sailors gave the disease to the Spanish 
women, and they, in turn, to the Spanish 
soldiers. Spanish soldiers fighting in Naples 
in 1494 teok the disease with them, and 
the French and Italian soldiers were infected. 
It appeared in France, Germany, and Swit- 
zerland in 1495, in Holland and Greece in 
1496, in England and Scotland in 1497, and 
in Hungary and Russia in 1499. 

Pusey states that it appeared in India in 
1498, after the arrival of the Portuguese 
under Vasco da Gama and in: China in 1505; 
so in a few years after Columbus returned 
it had spread practically round the known 
world. 

In examining the post-Columbian theory of 
syphilis in Europe we find that it is based 
on several important facts—the principal of 
which is that no skeleton has been found 
in Europe or the civilizations of the old 
world showing any syphilitic infiltration of 
bone. When we consider the many thousands 
of skeletal remains that have been examined 
in Europe, North Africa, and the Middle 
East, and more recently in China, it is 
fairly strong evidence that syphilis did not 
exist in these areas prior to 1493. 

Elliott Smith, the anthropologist whose 
work in Egypt is well known, stated that 














SYPHILIS AND YAWS 


“after examining something like 30,000 
bodies of ancient Egyptians and Nubians 
representing every period of the history of 
the last 60 centuries and from every part 
of the country, it can be stated quite con- 
fidently that no trace whatever, even suggest- 
ing syphilitic injuries to bones or teeth, was 
revealed in Egypt before modern times.” 

Coon in his outstanding work “The Races 
of Europe,” had access to many thousands 
of skeletal remains in Europe, but not one, 
as far as I know, revealed any syphilitic 
infiltration of bone. ‘ 

Now if we turn to the Americas we have 
here some very definite reports of skeletal 
remains showing evidence of syphilitic infil- 
tration of bone. We can imagine the disease 
in pre-Columbian times existed in a degree 
that varied. in different places, but that the 
inhabitants generally had a_ considerable 
degree of immunity. 


If syphilis was confined to the Americas, 
were there any possible contacts with the 
world outside that area? We may assume 
that it would flourish in the areas of the 
greatest concentration of people, that is, in 
Mexico, Central America, the Caribbean 
area, and Peru, and beyond that area it 
would tend to die out unless reinfection took 
place. That holds good even today. People 
living off the lines of communication remain 
free from infection as long as they are iso- 
lated, and if infection is present it will tend 
to die out unless rejuvenated by fresh in- 
fection. 

There is very definite evidence that Colum- 
bus was not the first European to set foot 
on the American Continent. The Norsemen 
settled in Greenland in the tenth century 
and visited and spent several years in the 
northeastern part of North America, but 
their contact with the North American 
Indians would have been slight, if any, and 
again even if they made close contact with 
the natives, being far removed from the en- 
demic areas, they were probably free from 
infection. These natives were warlike no- 
madic hunters, so close contact was ex- 
tremely unlikely. As you know, that settle- 
ment in Greenland perished.. What caused 





it to perish we do not know, but it is unlikely 
that there was any chance that syphilis could 
have played a part. 

I am not aware that any skeletal. remains 
have been found or examined of that settle- 
ment, but even if, by an odd chance syphilis 
had reached there, its very remoteness would 
have confined it to the settlement. 

Prior to that it has been suggested that 
American Indians had contact with the 
Islands of the Pacific. If we examine this 
suggestion, I think we shall find very firm 
grounds for accepting it. 

Thor Heyerdahl—famous for his interest- 
ing and exciting book “The Kon-Tiki Expe- 
dition”—has produced an exceptionally fine 
academic study of the problem, “American 
Indians in the Pacific,” in which he stated 
that not only did natives .of the Americas 
navigate the Pacific but some actually settled 
in the islands when driven out from their 
homeland. Whether you accept his theories 
or not, I think that you will agree that his 
researches into the problem go a long way 
toward acceptance of the belief that there 
was traffic both to and from the American 
continent in the Pacific. That there was 
navigation in the Pacific, and by a people 
of considerable culture, is evident by the 
megalithic structures found in this vast area ; 
that navigation extended back again as 
Heyerdahl suggests. Perry, in his “Children 
of the Sun,” suggests that the megalithic 
culture spread from the center of civilization 
in Egypt across to the Americas. ; 

If such contact was made, and it seems 
likely that it was made, it may be possible 
to unearth skeletons of the inhabitants of 
these islands, particularly the ones closest 
to the continent, and if they showed any 
syphilitic infiltration of bone it would go a 
long way in supporting Heyerdahl’s theory 
and would settle for all time any doubt of 
the origin of syphilis, provided of course 
the skeletons were pre-Columbian. If syphilis 
did exist in these islands, its failure to spread 
westward would be due to the isolation of 
the islands and the loss, of. the islanders’ 
ability to navigate; in other words, their 
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culture lost its impetus ‘when it found the 
lotus-eating life of the islands. ° 

It is possible that sailors from the Old 
World-in ancient times made a landfall on 
the Americas from: the East, driven’ there 
by chance, but there is no evidence:or sug- 
gestion of any return. Theories ofthe lost 
continent of Atlantis canbe completely 
discarded. Plato’s. reference was most likely 
to the island of Crete and Minoan civilization. 

-The whole story was based. on what was 
told to Solon by an old priest in Sais, quoting 


from his old Egyptian records. It was: on 


odd statements in Solon’s manuscript : that 
Plato based his story. 

_ It would thus appear that, although, con- 
tact with the Americas.had been made prior 
to 1493, there was little, if any, possibility 
of any. disease being exported far from those 
shores because of the extreme isolation of 
that area. 

After examination of these various sources, 
the most likely theory that. .syphilis .was 
brought to Europe by Columbus.:and. his 
sailors in 1493 holds good. Now. it::is of 
interest that syphilis was a disease: that 
flourished: in the tropics under conditions 
which. were totally different from the con- 
ditions that existed in Europe. 

The native Carib Indians were scantily 
clad, if clad at all, so that they were subject 
to abrasions of the skin and the bites of 
insects ; in other words, the conditions exist- 
ing there would appear to be similar to the 
conditions existing where yaws is endemic 
today. This being so, it is likely that the 
spirochete of syphilis was transferred from 
an infected to a noninfected person not only 
by actual contact but also by insects, and 
the contact need not necessarily have been 
of a sexual nature. 

That syphilis can thus be conveyed is 

stated in an article in the British Medical 
Journal of May 23, 1953, page 1157, entitled 
“Endemic Syphilis.” 
_ This article states that endemic syphilis 
has been present in Bosnia since the six- 
teenth century. It is not usually acquired 
venereally; it affects children mainly, is 
particularly prevalent where standards of 
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living are low.and social and economic ¢on- 
ditions are poor. Clinically and pathologically 
it differs in’ no important~respects from 
sporadic venereal syphilis;’ though primary 
lesions are rare, secondary ones and — 
are common. 

Congenital syphilis is rare, as infection 
usually takes place in childhood, and by’ the 
time those infected have become adult they 
are no longer’ likely to transmit the disease. 
But this is probably not the whole explana- 
tion, since it is not uncommon for a mother 
to be infected by her. child when it is 
suckling. 

We shall return to this later in discussing 
yaws. 

What has been said iri regard to endemic 
syphilis. applies also to the Arabian disease 
known as ‘bejel. 

The Medical Journal of Australia, June 7, 
1952 page 790, on “Bejel,” states that F. 
Akrawi, who has made extensive studies 
of bejel,: points out that recent investigations 
in Chicago have shown that many children 
living in-overcrowded and unhygienic condi- 
tions may acquire syphilis without a primary 
sore. © ; 

It would seem that ‘the unclothed native, 
particularly the native child, has an excellent 
chance of acquiring the disease in his ‘early 
youth, and he also probably develops a high 
degree of immunity, so that only occasionally 
he develops late lesions of skin and bone. 

I think it is unlikely that -he develops 
lesions of the central nervous system, which 
seem to be related to a people of a more 
advanced culture in whom the higher brain 
centers are more developed. 

It was generally recognized by the Aus- 
trian syphilologists that syphilis in the Bal- 
kans rarely attacked the central nervous 
system; they believed that this was due to 
malaria, but they were also a rural people. 
Both factors may have combined to bring 
about the freedom of the central nervous 
system from infection. The Austrians used 
malaria in the treatment of syphilis, both 
secondary syphilis and syphilis of the central 
nervous system, and it is possible that malaria 
plays a part in modifying syphilis in natives 
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in areas where malaria is endemic in the 
tropical zones. 

Syphilis in its introduction to Europe was 
in a completely changed environment. Both 
adults arid children were fully clothed, so 
contacts now must be from person to person ; 
there was:less chance of accidental infection, 
and sexual intercourse became the most 
likely mode of infection, and in those days, 
as cleanliness was not next to godliness and 
circumcision was rarely practiced,’ the 
chances of sexual infection were greatly en- 
hanced and syphilis became a venereal dis- 
ease. In other words, from a more or less 
general ; infection, prevalent in its native 
habitat in the tropics, it’ became a venereal 
disease in the temperate zone. 

If ‘the history of the introduction’ of 
syphilis to Europe by Columbus can be ac- 
cepted, then we can consider that ‘syphilis 
existed: as an endemic disease in Central 
America and the Caribbean Islands, but when 
we come to seék some possible source of 
yaws we come up against vague statements 
that diseases which could have been yaws 
existed on the West Coast of Africa long 
before the time of Columbus and that yaws 
was brought to the Americas by slaves and 
would seem 'to have dispersed again from 
there to many tropical areas in every part 
of the world. Here we might ask, Why was 
it not dispersed from the West Coast of 
Africa before the discovery of the Americas? 
Why was it that there was no world-wide 
spread of yaws prior to 1493? If it could 
spread after that date from its habitat in 
West Africa, surely it could have spread 
before. 

The Portuguese from 1442 on imported 
West African slaves into. Portugal in con- 
siderable numbers, and yet there were ap- 
parently no cases of yaws or anything like 
yaws recorded in Portugal at that time. 

If a spirochetal disease such as syphilis, 
endemic in the tropics of the New World, 
could be so feadily transferred to Europe 
and there start a major epidemic, surely one 
would expect a similar spirochetal disease 
such as yaws, transferred from the tropics 


of West: Africa to Europe, to: do the same, 
but-apparently no such disease was apparent 
until syphilis made ‘its appearance after 1493. 

Now, f6’say that diseases similar to yaws 
had béen described as ‘existing on the West 
Coast of Africa is highly controversial. Many 
conditions, as you alt know, exist in the 
tropics, showing ¢hfonic ulceration, granu- 
jomas, etc., which ‘could be confused with 
yaws or syphilis. I think to state that yaws 
existed in Africa on that evidence is worth- 
less. 
Ifyaws existed on the West Coast’ of 
Afriéa in an endemic form priot to Columbus, 
it would have spread to other parts of Africa, 
because there was traffic both coastwise and 
inland: from time immemorial in that con- 
tinent’; the slave trade has always existed 
there and that necessitates considerable 
movement. If yaws could spread in’'Australia 
from the North, its portal of entry, to areas 
in Victoria (where saber tibias have been 
found in skeletons of pre-European abo- 
rigines ), that is, ina country which contained 
avery scattered ‘nomadic people, it would 
be much more likely to spread in a more 
densely populated area where’ people were 
frequently moved about either willingly or 
unwillingly from one area to another. Again 
the coast traffic Has existed possibly from 
Egyptian times, certainly from Phoenician, 
and it would have been a traffic that hugged 
the coast so that there was every chance of 
infection from contact with the native inhab- 
itants, but, in spite of all these possible 
means of spreading the infection, it appar- 
ently did not take place, because no evidence 
has been produced of bone infection that 
could be attributed to either yaws or syphilis. 

How then can we reconcile the statement 
that yaws was brought to the Americas by 
the slaves from West Africa? 

I think there is no doubt that it was 
brought by the slaves, but the slaves were 
infected by the sailors in the ships in which 
they were transported ; however, they were 
infected, ‘with syphilis. 

It was recognized that the master of a 
slaver had* access to any female ‘slave he 
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desired; nobody could deny him that privi- 
lege, if he wished it, and the sailors were 
also accorded the same privilege if the captain 
considered their behavior was satisfactory. 

There was probably no class so. infected 
with venereal disease as sailors; there was 
in those days no means of prevention, and 
treatment was so primitive that in most 
ships the slaves. would be infected and in the 
condition which they lived could easily infect 
each other. 

In “Jolly Roger” by Patrick Pringle the 
author mentioned that on many occasions 
when a pirate ship had taken a prize the 
sailors were more anxious to. obtain medical 
supplies for their venereal . disease. than. to 
obtain loot. Although this relates to a much 
later period, it is mentioned to illustrate 
how prevalent venereal disease was in sailors 
of this class. It always has. been so; even 
today seaport towns always show a ‘higher 
incidence of syphilis compared with towns 
away from the Coast. 

These. slaves. on: arrival at their destina- 
tion, that is: the .West.Indies, would be sold 
and dispersed. At that time very: little was 
known. of syphilis, so when some of those 
who came in contact with them developed 
syphilis.it was natural to think that these 
slaves had brought the disease from their 
native land, when the fact is that they were 
returning the disease to its native habitat. 

It was then taken as a new disease and 
labeled yaws, possibly because in its trans- 
ference from the native Americans to the 
Europeans and then to the native Africans 
it may have appeared different from the 
original infection—more so in its different 
appearance in the African as opposed to the 
light-colored European. , 

If we now compare the two diseases, where 
do we find the principal difference, beyond 
the fact that one is a tropical disease and 
the other a disease of the temperate zone? 

I think we must consider that the main 
differences are that yaws does not appear 
to be congenital and infection takes place 
generally from contact direct or indirect but 
not necessarily from sexual intercourse, and 
that the chancre in yaws may be absent or 
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not infiltrated and hard as the normal chancre 
in syphilis. 

We have already seen that syphilis can 
be contracted in an endemic form, and the 
same applies to bejel. 

In a district heavily infected with yaws, 
the mother, being herself infected as a child, 
does not transmit it to her offspring, and 
also in a district where yaws is endemic 
there would develop a certain degree of 
immunity which would alter tke clinical 
picture. 

The lack of infiltration and hardness of 
the chancre in yaws could be attributed to 
various factors: the chancre of syphilis is 
usually in the genitals or the lip, and there 
is considerable infiltration, whereas if it is 
on the finger this infiltration is not so notice- 
able, and on the body it could be more diffi- 
cult to distinguish unless care was taken to 
feel for it, and again most primary sores in 
yaws are in young children where tissues 
respond differently than they do in the 
adult. I think this could account for the 
apparent .absence of a primary sore} it is 
there but not recognized. 

In syphilis there is often a history of no 
primary sore—this is quite common in male 
perverts. In fact secondary syphilis is rarely 
seen in the male, except in perverts, as they 
are not aware of the chancre, which may be 
in the rectum or anal orifice, and they do not 
seek treatment until secondary lesions mani- 
fest themselves. 

From what I have said so far it would 
appear that these diseases dovetail into each 
other, so that there is no difference in the 
actual disease except that climate and con- 
ditions alter the clinical appearance to such 
an extent that they are believed to be two 
disease similar but distinct. 

That they will continue to be known as 
two diseases is, I think, quite likely. Syphilis 
will be known as syphilis in the temperate 
zones and as yaws in the tropics. 

There is not the same stigma associated 
with yaws as there is with syphilis. For that 
reason those who contract syphilis in the 
tropic zone will be able to console them- 
selves that what they have will not cause 
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any great suffering, and, if nothing else, 


their mental stress and strain will be relieved. 

The treatment will remain the same both 
in the tropics and in the temperate zone, 
with a tendency to undertreat in the former 
and overtreat in the latter. 

I feel certain that this disease will not be 
eradicated. Some small focus’ will remain 
even with mass treatment in all countries, 
and from that focus fresh outbreaks will 
occur from time to time and with modern 
treatment they will be easily controlled, but 
with any great breakdown in our civilization, 
when the means of controlling the outbreak 
are not available, major epidemics could 
once more occur. 


SUMMARY 


In this paper it is suggested that these 
two diseases, syphilis and yaws are one and 
the same disease. By its change of environ- 
ment from a tropical zone to a temperate 
one and under the conditions existing in 
that new environment syphilis became a 
venereal disease. However, under certain 
circumstances in which the living conditions 
are of a very low standard, syphilis can 
revert to its former state of being an infec- 
tious and contagious disease and not neces- 
sarily a venereal one. 

Attention is drawn to the question that 
if yaws was endemic on the West Coast of 
Africa, as has been the generally accepted 
belief, why did it not spread from that area 
prior to the occurrence of syphilis in Europe? 
There is no evidence that yaws existed prior 
to that date. 





It is pointed out that the disease believed 
to be yaws that was brought to the Americas 
from Africa was really syphilis. The slaves 
that brought it were infected prior to or 
during the voyage to America. 


Wickham Terrace, B 17. 
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Since 1932 there has been carried on a 
study of the outcome of untreated syphilis 
in the male Negro.* Although the primary 
objective of this study is the determination 
of the clinical outcome, this group of patients 
also furnishes valuable data on the serologic 
pattern of untreated syphilis. 

No serologic data are available for the 
period from the initial examination in 1932- 
1933 to the first follow-up examination in 
1938-1939. Since 1939, however, annual 
serologic examinations have been attempted. 
The last examination, completed in Decem- 
ber, 1954, extended the. observation period 
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to 22 years. The initial serologic examina- 
tion in 1932-1933 was based on the Kolmer 
complement fixation and Kahn standard 
flocculation tests for syphilis, performed at 
the National Institute of Health. For the 
1938-1939 and subsequent surveys serologic 
testing has been’ done by the Venereal Dis- 
ease Research Laboratory - (formerly at 
Staten Island, N. Y., and now located at 
Chamblee, Ga.). Although a battery of tests 
has been employed, the Kahn standard is the 
only test remaining more or less constant 
throughout the 22 years of observation. The 
following analysis, except for a comparison 
of tests employed in the most recent surveys, 
will be limited, therefore, to results obtained 
by the Kahn technique. 


In addition to the 408 men selected as 
syphilitic in 1932-1933, this analysis includes 
10 of the 201 nonsyphilitic controls selected 
in 1933-1934 who later acquired syphilis and 
13 of the 14 syphilitic patients added to the 


study in 1938-1939. The 14th patient in this 


latter group has been omitted because of 
questionable history of infection and large 
amount of antisyphilitic treatment received. 
Thus, the syphilitic group under considera- 
tion totals 431 men. 

The status of these patients as of Decem- 
ber, 1954, is shown in Table 1 by duration 
of infection on admission to the study. Of the 
431 men, 176 (40.8%) were known to be 
dead. The death rate increased from 18% 
among patients with syphilis of less than 
10 years’ duration to 96% among patients 
with syphilis of 40 or more years’ duration 
at time of admission to the study. These 
seemingly high death rates are attributable 
to the fact that 56% of the patients were over 
40 years of age at the time of selection ; 30%, 
over 50 years of age. 
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TABLE 1.—Status of Patients as of December, 1954 











Duration of Infee- 


Examined in 1954 
es, 








Known Dead Presumed Living —_ ~ 

tion on Admission cr saeati = ae —A . Per Cent 

to Study (Years) Total Number Per Cent Number Per Cent Number of Living 
BG istivccisecce causes 68 14 20.6 54 79.4 16 29.6 
| SPGARES WAL Ue ape ee 84 14 16.7 70 83.3 12 17.1 
DPR isk Chotiesececian 55 22 40.0 33 60.0 18 39.4 
Bis eee ce 48 20 41.7 28 58.3 13 46.4 
TEP hg 5526.05 6 vies b4N an 40 20 50.0 20 50.0 9 45.0 
» RRA OAT ones 47 25 58.2 22 46.8 10 45.5 
age EO EE 40 22 55.0 18 45.0 10 55.6 
TRON iiisis cies 23 14 60.9 9 39.1 9 100.0 
WOR bx orice Kaveciannes 14 13 92.9 1 71 1 100.0 
DOOR keds cee si KN SICS 5 5 100.0 oo 0.0 “s 0.0 
BO Ariba taaes der veraee 7 7 100.0 é 0.0 pe 0.0 
OMe sick cdeccys 431 176 40.8 255 59.2 93 36.5 





Only 93 patients, or 36.5% of those pre- 
sumed. to be alive; were examined in 1954. 
The percentage examined was lowest in 
patients with syphilis of less than 15 years’ 
duration, owing principally to the fact that 
more of the younger patients have moved 
from the area. The 10 patients presumed to 
be alive in spite of the fact that syphilis was 
of 35 or more years’ duration at time of 


selection were all examined in 1954, their | 


ages ranging at that time from 75 to 81 years. 


Of the total group of 431 syphilitic pa- 
tients, 299 have had serologic follow-up. In 
29 patients this was limited to the examina- 
tion in 1938-39. However, 183 have been 
examined serologically since 1951. Seventy- 
six patients died before they could be reex- 
amined and the remaining fifty-six were lost 
from observation. On the basis of modern 
standards the patients included in this study 
have been considered “untreated.” However, 


the majority have received some form of 
inadequate antisyphilitic treatment. The 
duration of infection on admission to the 
study and the amount of treatment received 
prior to the first follow-up examination is 
shown in Table 2 for the 299 patients sero- 
logically examined. Thirty-eight patients 
were completely untreated and an additional 
137 were treated with heavy metal (almost 
exclusively mercury) or less than. three 
arsenical injections. These two groups have 
been considered “untreated” in the following 
discussion. One hundred seventeen were 
treated with 3 to 11 arsenical injections, and 
eight with more than this amount. In gen- 
eral, those receiving the most treatment were 
patients with syphilis of shortest duration. 
According to the Sing Sing criteria 
used in previous papers of this series, all but 
8 of the 299 patients would be considered 
“untreated.” However, the effect on serologic 


TABLE 2.—Treatment Prior to First Follow-up Examination 








Treatment Prior to First Follow-Up Examination 
A... 








aS me, 
Duration of Less than 8 Arsenic 
ete es nent a None or Heavy Metal Only 8-11 Arsenicals 12 or More 
gtcay Years) Follow-Up “Number Per Cent 5 “Number Per Cent “Number Per Cent Number Per Cent 
ema 57 12 21.1 ll 19.3 30 52.6 4 7.0 
BO cece ieee 55 3 5.5 13 23.6 38 69.1 1 1.8 
10-14.......666. 35 5 14.3 8 22.9 21 60.0 1 2.8 
BDPIG. 5. ccvectes 38 2 5.3 21 55.2 15 39.5 as 0.0 
pk | Spare ees ay 19 1 5.3 14 73.7 4 21.0 =e 0.0 
Te 32 5 15.6 19 59.4 7 21.9 1 3.1 
BO-BA......c0see 29 4 13.8 24 82.8 1 3.4 * 0.0 
Peer rey 19 2 10.5 16 84.2 0.0 1 5.3 
40-44... .cceeeee 10 4 40.0 6 60.0 0.0 0.0 
45-49... cece eee 2 “ 0.0 2 100.0 0.0 0.0 
Biv vice cns oss 8 “ 0.0 8 100.0 ae 0.0 0.0 
Total..... 299 38 12.7 137 45.8 116 38.8 ; 8 2.7 
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Figure 1. Influence of duration of infection on rate of seroreversal in treated and untreated patients. 
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reversal of even the small amount of treat- Theoretically, therefore, spontaneous re- 


ment administered to the patients in. this 
study is illustrated in Figure 1. For this 
reason the “untreated” group is limited to 
patients receiving less than three arsenical 
injections. Since some patients received 
treatment subsequent to the first follow-up 
examination, in calculating seronegativity 
rates serologic observation has been ter- 
minated at the time this additional treatment 
was g'ven. 

In untreated syphilis, serologic reversal 
to negative is principally a function of time. 


versal would occur in all patients if the 
life span could be sufficiently extended. It 
follows, then, that, the more recently acquired 


‘the infection, the longer the time required 


for reversal to negative. This is borne out 
by the pattern of the cumulative seronegativ- 
ity curves presented in Figure 1. In untreated 
syphilis (represented by heavy lines), the 
lowest reversal rate was observed among 
patients 25-39 years of age with syphilis of 
less than 15 years’ duration (solid line). 
The highest reversal rate was observed 


TasiE 3.—Estimated Death Rate Among Untreated Syphilitic Negro Males by Duration of Infection 














a b ec d e f g h i 
Survivors Adjusted 
from Number in Dead 
Duration Previous Totalin Duration- — A _ 
of Number Duration- Duration- Dead Interval Per Cent Cumulative Per Cent 
Infection Admitted Interval Interval or 100°. 1 fo Per Cent Living 
(Years) toStudy cn-1-dn1 an+bn Lost it | Number 002 = giter.ten  100-hn 
Ob. vo ccccc cscs 29 29 1 29 1 3.4 3.4 96.6 
RE ee 26 28 4 2 56 2 3.6 7.0 98.0 
TUS Sasa pene 24 52 76 9 82 7 8.5 15.5 84.5 
SID) i sssvcncs 29 67 96 19 114 9 7.9 23.4 76.6 
eS ES reece 82 77 109 16 142 7 4.9 28.8 71.7 
co aera 39 98 132 35 184 18 9.8 38.1 61.9 
BBs ck 39 97 136 33 220 18 8.2 46.8 58.7 
85-89... ... 6.00 22 103 125 28 233 14 6.0 52.3 47.7 
40-44... .220005 14 97 in 30 233 13 5.6 57.9 42.1 
| re 5 81 86 37 204 26 12.7 70.6 29.4 
BOGh. 655506555. 4 49 53 33 180 13 7.2 17.8 22.2 
8. pee aatae 20 20 12 90 8 3.3 81.1 18.9 
ODODE Fis ios ieee 2 8 10 7 53 8 5.7 86.8 13.2 
Ce eee eee ss 3 8 1 23 1 4.3 91.1 8.9 
MOTE. csi ccasae 1 2 8 2 34 2 5.9 97.0 3.0 
16-19... ccsccees va 1 1 1 33 1 3.0 100.0 0.0 
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among patients 55-69 years of age with 
syphilis of 30-44 years’ duration (dotted 
line). The dashed line, representing patients 
40-54 years of age with syphilis of 15-29 
years’ duration, falls approximately midway 
between the two. 

The administration of only a small amount 
of treatment, however, reverses this pattern 
(thin lines). Patients 25-39 years of age 
with syphilis of less than 15 years’ duration 
(solid line) when treated with 3-20 arsenical 
injections had the highest seronegativity 
rate. The same amount of treatment admin- 
istered to patients 40-54 years of age with 
syphilis of 15-29 years’ duration had no 
apparent effect (dashed line). The sero- 
negativity curve for treated syphilis was 
practically identical with the curve for un- 
treated syphilis in the same age group and 


-with the same duration of infection. 


Unlike the Bruusgaard study of untreated 
syphilis ** in which all patients had early 
infectious syphilis at time of selection, the 
Tuskegee study has no base line, or starting 
point. The duration of syphilis at the time 
patients were selected for study varied from 
a few months to 72 years. However, at the 
time of the initial examination the syphi- 
litic group was considered a representative 
sample of untreated seropositive syphilis in 
the male Negro.t Presumptive evidence of 
uncomplicated aortitis was found at that 
time in 23.6%, definite clinical evidence of 
central nervous system syphilis in 7.8%, 
central nervous system involvement based 
only upon spinal fluid findings in 18.3%, 
and evidence of late involvement of the 
bones, joints, and skin was present in 11.5%. 
And, to quote the examining physician, “In 
order to be certain that there was no selec- 
tion of cases through loss to institutions for 
the insane, it was learned that not a single 
male Negro over 25 years of age was con- 
fined with syphilis of the central nervous 
system in the Searcy Hospital at Mt. Vernon, 
Alabama, where the Negro insane in this 
State are hospitalized.” 

It seems fair to assume, then, that patients 
with a given duration of infection on ad- 
mission to the study are representative of 


TasLe 4.—Estimated Seronegativity Rate Among Untreated Syphilitic Negro Males by Duration of Infection 
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patients acquiring syphilis who have sur- 
vived and have remained seropositive for 
that period of time. In other words, the 
assumption is made that persons entering 
the study with a particular duration of infec- 
tion are a segment of a group who had the 
same mortality and serologic reversal ex- 
perience as those observed in earlier periods. 

The statistical method employed in esti- 
mating the death rate and rate of serologic 
reversal to negative in untreated syphilis is 
shown in Tables 3 and 4. Appropriate ad- 
justments have been made in column e for 
deaths and reversals that occurred in previ- 


Figure 2. 
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remains untreated, by 20 years after infec- 
tion approximately 23% of Negro males 
will have died, 20% will have reverted to 
negative, and 57% will still be positive. By 
30 years following infection, 38% will have 
died, 33% will have reverted to negative, 
and 29% will. still be positive; that is, by 
30 years after infection, in less than 50% 
of those surviving will syphilis be detectable 
by the Kahn test. 

The high death rate shown in Figure 2 
is explained in part by the selection for study 
of patients 25 years of age or older. How- 
ever, as was discussed in a previous paper 


Estimate of serologic status of untreated syphilitic male Negroes by years 
after infection. 





30 40 S6°o.- 60 


Duration of Infection (Years) 


ous intervals. As stated previously, the first 
follow-up examination was performed six 
years after the study was initiated. It is 
unknown, therefore, how many patients with 
syphilis, for example, of 0.4 years duration 
reversed to negative within 5 years after 
infection, For this reason, patients with 
syphilis of 0.4 years’ duration are first in- 
cluded in Table 4 in the 5-9-year period, 
patients with syphilis of 5-9 years’ duration 
are first included in the 10-14-year period. 

The death and seronegativity curves de- 
rived from Tables 3 and 4 are presented in 
Figure 2. The unknown portion of the sero- 
negativity curve is shown by the dashed 
line. These estimates indicate that, if syphilis 
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of this series,° untreated syphilis reduces 
life expectancy by approximately 17% in 
Negro males between the ages of 25 and 50. 
The estimate of seronegativity is higher, of 
course, than it would be if based on an STS 
more sensitive than the Kahn. For example, 
in the 1953 or 1954 surveys, 72 of these 
untreated patients were tested by the Kahn, 
Kolmer, VDRL, and TPI techniques. The 
percentage nonreactive was about the same 
for the Kahn and VDRL tests, 53 and 56%, 
respectively. Only 40%, however, were non- 
reactive to the Kolmer test, 25% less than 
to the Kahn test. 

Of the 72 patients 4 were nonreactive to 
the TPI test. Only one of these patients 
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was positive serologically both at time of 
selection and again at the first follow-up 
examination. Certainly there is little evidence 
in this group of patients to indicate that the 
TPI test in untreated syphilis becomes 
negative with the passage of time. The dura- 
tion of syphilis at the time of the TPI 
examinations ranged from 14 to 63 years. 
In the four patients with negative TPI tests, 
the duration of infection was 34, 42, 47, 
and 50 years. Twenty-four patients with 
syphilis of more than 50 years’ duration 
were all reactive to the TPI test. 


Taste 5.—Status as Determined by Physical Ex- 
amination or Autopsy of Patients Who 
Had Spontaneous Reversal of Kahn 
Test to Negative 








Number Per Cent 


Physical examination ................- 48 100.0 
Clinically negative ................5+- 36* 83.7 
Cardiovascular syphilis .............. 5 11.6 

Aortic insufficiency ................ 3 7.0 
Pin 4: alee Sah Dg reurp eer y Seep eet 2 4.7 
Neurosyphilis ............esceeessesees 1 2.8 
Tabes and optic atrophy........... 1 2.3 
Osseous syphilis (gumma of palate). 1 2.3 

Postmortem examination ............. 19 100.0 
Negative for syphilis................. 9 47.4 
Cardiovascular syphilis ............. 8 42.1 

Gross examination only............ 5 26.3 
Microscopic examination only..... 4 21.1 
Syphilitic osteitis of calvarium...... 1 5.3 

Total living and dead.................. 62 100.0 
Negative for syphilis................. 45* 72.6 
Cardiovascular syphilis 14 22.6 
Neurosyphilis ............. 1 1.6 
Osseous syphilis ............ceeceseees 2 3.2 








* Includes 11 patients with possible uncomplicated aortitis. 


. That spontaneous seroreversal is not 
synonymous with spontaneous cure is ap- 
parent from Table 5, which shows the results 
of physical examination or autopsy for 62 
of the patients in whom the Kahn test re- 
verted to negative without treatment. Seven- 
teen patients, 27%, had clinical evidence of 
late syphilis. This is a minimum figure, 
since possible uncomplicated aortitis has not 
been included. Cardiovascular syphilis was 
diagnosed in 14 patients, neurosyphilis 
(tabes with optic atrophy), in 1, and osseous 
syphilis in 2. . 

Eighty-four per cent of the living patients 
were clinically negative for syphilis as com- 
pared with forty-seven per cent of those who 


came to autopsy. This may reflect the dif- 
ference in age of the two groups, since the 
living patients were an average of 5 years 
younger than the dead. It is also possible 
that some of the uncomplicated aortitis dis- 
regarded in the living may have been of 
syphilitic origin. 


SUMMARY AND CONCLUSIONS 


An analysis of 22 years of serologic ob- 
servation by means of the Kahn test of pa- 
tients included in the Tuskegee study is 
presented. 

In untreated syphilis, the percentage re-- 
versing to negative by the Kahn test was 
lowest in patients 25-39 years of age with 
syphilis of less than 15 years’ duration; 
highest in patients 55-69 years of age with 
syphilis of 30-44 years’ duration. 

A small amount of treatment (3-20 
arsenical injections ) administered to patients 
25-39 years of age with syphilis of less than 
15 years’ duration influenced the serologic 
course; treatment administered later was 
of no apparent benefit in producing sero- 
negativity. 

It is estimated that less than 50% of 
untreated syphilis in male Negroes will be 
detectable by the Kahn technique 30 years 
after infection. 

There is no evidence to indicate that the 
TPI test in untreated syphilis becomes non- 
reactive with the passage of time. 

Twenty-seven per cent of patients with 
spontaneous serologic reversal had clinical 
manifestations of late syphilis. 

There is variability in the pattern of 
seroreversal in untreated syphilis just as in 
treated syphilis. 
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Since the peak of the nationwide syphilis 
epidemic was reached in 1946 and 1947 the 
rate of new syphilitic infections has declined 
by 93%.* Figure 1 demonstrates that the 
rate of fall is similar in the white and in the 
Negro, although the absolute decline is much 
greater in the Negro. Other indices of the 
level of syphilitic infection, such as military 
attack rates, prevalence of latent and late 
syphilis, mortality due to various late mani- 
festations, and admissions to mental hospitals 
for syphilitic psychoses show a similar down- 
ward trend. Figures 2 and 3 demonstrate the 
fall in deaths under one year due to congenital 
syphilis, and in deaths due to paresis. 

Three factors are considered to be playing 
a major part in the decrease in syphilis. The 
relative weights of these factors are not 
known. 

1. Syphilis rises to epidemic peaks in war- 
time and falls off in peacetime.* The usual 
postwar decrease, based on increased stability 
and prosperity of the population, has been 
a factor in the recent decline. 

‘2. In the past, therapy for syphilis awaited 
diagnosis. In the prepenicillin era months 
or years usually elapsed between infection 


and treatment. The long incubation period, : 


the mild or even asymptomatic early stages, 
and dearth of interest in preventive medicine 
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all tended to lengthen this interval. Estimated 
world production of penicillin was 500 tons 
in 1954. Over the course of the past nine 
years many millions of people have received 
this antibiotic for a wide variety of indica- 
tions. It is probable that many persons, have 
received coincidental penicillin, given for 
another disease, following syphilitic infection 
and prior to the time when a diagnosis of 
syphilis could and would have been made. 
Can such treatment cure syphilis ? Alexander, 
Schoch, and Mantooth® apparently cured 
80% of patients with primary and secondary 
syphilis with three single simultaneous in- 
jections of 900,000 units of calcium penicillin 
in oil and beeswax, a bismuth compound, 
and oxophenarsine hydrochloride (arsen- 
oxide). Rein and Kitchen * found an apparent 
cure rate of 100% in primary, 81% in sec- 
ondary syphilis following a single injection 
of 1,200,000 units of procaine penicillin in 
oil with 2% aluminum monostearate. Con- 
firmatory studies indicate that a large pro- 
portion of patients in the incubation period, 
as well as those with primary and secondary 
syphilis, may be cured by a few injections 
of penicillin in the dosage usually given for 
other diseases. The trend over the last nine 
years toward repository penicillin prepara- 
tions, whereby a blood level is maintained 
for days or even weeks, increases the likeli- 
hood of cure of early syphilis by such 
“happenstance” treatment. By this mechanism 
the duration of infectiousness is lessened, 
transmission of infection is prevented, and 
the number of new cases falls. 

Since syphilis has a predilection for the 
lower socioeconomic groups,f it is in these 
groups that coincidental or “happenstance” 
administration of penicillin plays the greatest 
part in curbing spread. Do the lower socio- 





+ References 3 and 7. 
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Fig. 1—Primary and secondary syphilis. Rates per 100,000 population, continental United 


~ States. 


economic groups receive penicillin as fre- 
quently as the middle and upper groups? 
A study by Koos ® of the level of medical 
care received by different economic groups 
in this country provides some pertinent 
answers to this question. In an intensive 
study in a small community, Koos found 
that members of the lower economic group 
were less aware of the need for medical 
attention and utilized medical treatment for 
disabling illness less frequently than did 
those in the upper and middle groups. How- 
ever, the higher incidence of disabling illness 
in the lower economic group caused a rela- 
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tive increase in medical care for its members. 
In another study,® about 30% of Southern 
rural male Negroes of low economic status 
were found to have received penicillin in 
or before 1952, within seven years after it 
became available for civilian use. It would 
appear, therefore, that a significant percen- 
age of persons in the lower socioeconomic 
group receive medical care and hence may 
enjoy the benefit of coincidental penicillin 
during an unrecognized syphilitic infection. 
Treatment of contacts of patients with early 
syphilis on epidemiologic ground was initi- 
ated in 1946 by Alexander, Schoch, and 
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Mantooth.’ This practice, growing in popu- 
larity in health departments in this country,* 
has the same effect as penicillin given for 
other disease, and enjoys the advantage of 
selecting a group with maximal probability 
of early syphilitic infection. 

Another factor of importance in bringing 
penicillin by chance to the unrecognized 
syphilitic is gonorrhea. Magnuson ¢{ has sug- 
gested that the continued high gonorrhea 
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tion for the failure of gonorrhea to decrease 
as has syphilis is the shorter asymptomatic 
period of the former disease in men. If we 
consider the interval from infection to diag- 
nosis and treatment as two months in syph- 
ilis, and four days in male gonorrhea, and if 
it is assumed that the average person in 
this country received one injection of peni- 
cillin per year for a disease other than 
venereal, then the chance of receiving peni- 
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Fig. 4.—Primary and secondary syphilis and gonorrhea in the white male. Rates per 100,000 


population, continental United States. 


attack rate (Figs. 4, 5, and 6) may well 
be a factor in lowering the syphilis attack 
rate, through administration of penicillin for 
gonorrhea to a large number of persons in 
the economic, racial, and age group where 
syphilis most frequently occurs. In a previous 
paper*® I have explored the perplexing 
problem of the continued high gonorrhea 
attack rate. An additional possible explana- 





~ Magnuson, H.: Personal communication to 
the author. 
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cillin after infection and before diagnosis 
would be 1 in 6 for syphilis, 1 in 91 for male 
gonorrhea. It may therefore be seen that 
coincidental penicillin is more likely to abort 
syphilis than gonorrhea. Penicillin given as 


‘treatment for syphilis accomplishes little 


more, in terms of reduction of the attack 
rate, than did the arsenicals in the prepeni- 
cillin era, because, as mentioned above, such 
treatment must await diagnosis. The trivalent 
arsenicals were potent treponemicides and 
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rendered most patients noninfectious within 
hours after the first injection. 

3. The vigorous public health campaign 
against syphilis, initiated by Parran** in 
1936, has had far-reaching effects. Approxi- 
mately one-half billion dollars has been spent 
to date in this control program.* Education, 
contact investigation, mass blood testing, and 
provision of free treatment facilities have 
resulted in the treatment of millions of 
previously undiscovered infected persons. 
Evidence that this campaign has played a 
part in reducing the attack rate is provided 
by DeMello and Vought,'? who demonstrated 
that in New York State the rate of decline 
of early acquired syphilis was nearly parallel 
in the periods 1936-1940 (before penicillin) 
and 1946-1952. 

To prophesy the future requires an under- 
standing of the past. To predict what will 
happen to the syphilis attack rate requires 
knowledge of the weight of the factors 
which have been at play. Should the current 
decrease be largely a cyclic change, depend- 
ent on factors difficult to identify and to 
control, we may see in the future an increase, 
regardless of our best efforts. Before World 
War II, syphilis had been almost wiped out 
in Norway ; nonetheless, during the German 
occupation it assumed epidemic proportions.** 
If “happenstance” penicillin: has been the 
important factor, we can anticipate a rise 
in the syphilis attack rate. Because of the 
increasing number of serious and even fatal 
reactions,'* and because a number of bacteria 
have developed penicillin resistance, utiliza- 
tion of penicillin will probably decrease in 
this country within the next few years, phy- 
sicians turning more and more to the broad- 
spectrum antibiotics which are not as effec- 
tive against syphilis as is penicillin. 

If our public health efforts have played 
a major role, we must maintain or even 
increase them to a higher level of interest, 
enthusiasm, and efficacy in order to maintain 
the attack rate at a low level. The fewer 
the new cases, the greater the effort and 
money needed to uncover each case. The 
recent decrease in syphilis has lowered the 
index of suspicion of most clinicians, de- 
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creased facilities for investigative work 
through channeling of research monies into 
other fields, and for teaching as a result of 
limited clinical material. Interest in syphilis 
is at an all-time low. Recognition of the 
phenomenon of biologic false positivity, 
coupled with the low attack rate of syphilis, 
has influenced many physicians to turn too 
easily and quickly against the diagnosis of 
syphilis despite serologic evidence. All of 
these trends must be reversed if control 
measures are to succeed. 

Moore ® states: “Never in the history of 
medicine has any infectious disease been 
eradicated, or its incidence even partially 
controlled, by the sole process of treatment 
of infected persons.” The lower the attack 
rate falls, and the longer this low rate is 
maintained, the greater will be the number 
of susceptible persons in the population and 
therefore the greater will be the potentiality 
for a major epidemic. The great epidemic 
of measles studied by Panum ** in the Faroe 
Islands in 1946 occurred after 65 years of 
freedom of ‘these islands from measles. De- 
spite successful isolation measures in some 
communities, over 77% of the entire popula- 
tion was attacked because of the absence of 
immunity resulting from previous infection. 
A low syphilis attack rate for a number of 
years will similarly increase the percentage 
of susceptible persons in the population. The 
powder keg will then need only a spark to 
set off an explosion. Until immunization 
against syphilis becomes a reality, a pro- 
longed low attack rate actually increases the 
danger of future epidemics. 


Primary and Secondary Syphiiis in Philadelphia 
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SYPHILIS—CONTINUED THREAT 


An early sign of recrudescence appears 
in the Table, demonstrating a 43% increase 
in early syphilis in Philadelphia in 1955 as 
compared with 1954. As pointed out by 
Vought, DeMello, and Ames,** in diseases 
such as diphtheria and typhoid fever, as well 
as in syphilis, equilibrium between agent, 
host, and environmental factors creates today 
a “steady state,” a fixed low level of trans- 
mission, Any disturbance in this equilibrium 
may result in an increased attack rate. 


SUMMARY AND CONCLUSIONS 


The attack rate of syphilis in the United 
States has decreased 93% from 1947 to 1954. 


Cyclic change in incidence, coincidental 
administration of penicillin, and public health 
measures have contributed to this decline. 
The relative importance of these factors is 
not known. 


Continued decline is far from assured. 


In the long run, syphilis will continue to 
threaten periodic epidemics unless and until 
immunization becomes a reality. 
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THE NEW, NEWER, AND NEWEST 














It was at a recent dinner-meeting, and the table talk was of the usual sort—high taxes, rising 
costs, the coming elections, TV programs, no time for reading, etc., but inevitably it veered 
around to dermatology and to syphilis in particular. 





I had mentioned that just that day two yong doctors in military service told of never having 
seen a patient with cutaneous syphilis—and both had been graduated from large schools located 
in metropolitan centers, and each had interned in a busy hospital with a sizable charity service— 
a striking contrast to a prepenicillin report of not too long, ago which estimated that the annual 
crop of new cases in the United States was in excess of 870,000. 





Someone remarked somewhat nostalgically that since syphilis had disappeared, dermatology 
had lost much of its excitement. It had made teaching so much more stimulating—for regardless 
of what was under discussion, syphilis always had to be considered. There really was substance 
to Osler’s dictum that to know syphilis is to know medicine. 





One recollection recalled another—of the cases of “lupus” and “cancer” which healed from 
treatment with iodides and mercury—of the ticklish situations when “family was not to know” 
—of. the Little Eva, with a traveling company of “Uncle Tom’s Cabin,” who left a wake of 
forget-me-nots—of the leg that was saved from amputation by specific treatment (it had been 
scheduled for operation because of a “malignant ulcer”)—of the sharp debates about recurrence, 
reinfection, and superinfection and of the inspired graphic term “ping-pong infection,” said to 
haye been coined by Arthur Schoch. 





Mention was then made of historical figures who, according to belletristic literature, were 
said to have been victims of the disease—Cellini, Henry VIII, Ivan the Terrible, Frederick the 
Great, Louis XIV, Bloody Mary, Nietzsche, Van Gogh, Nijinsky, and a host of other giants and 
geniuses of politics and the arts. 





James Herbert Mitchell recalled the time he went to Detroit to talk on syphilis—on a train 
appropriately named the Mercury. And then, there was the day when the City Health Deparment 
was conducting an intensive campaign to have everybody blood-tested, even children. My 
daughter, then a tot in the first grade at school, came running home excited with the announce- 
ment that her blood must be tested “because Phyllis is in town.” 





Everybody recalled instances of pityriasis rosea mistaken for syphilis, but our case appeared 
to top them all. It concerned a young Navy medical-corps man who discovered that he had a 
penile lesion which developed twenty-one days after exposure; some three weeks later an 
eruption appeared on his body. His record up to then had been exemplary. Besides, he had 
been in the thick of things, on duty day and night, during Pearl Harbor days, and had miracu- 
lously survived those horrendous days. Because of that record, his commanding officer chose 
not to examine him, arranged for a leave, and suggested that he consult a civilian doctor to 
obtain the recently described five-day intensive treatment for syphilis. One could never forget 
or even describe the expression on his face when the sailor learned that he had, not syphilis, 
but pitryiasis rosea—penile herald patch and all. 





Incidentally, those corkscrew-shaped markings on the insignia of the American Board of 
Dermatology and Syphilology are merely printer’s markers; they are not meant to represent 
spirochetes. . H.R 
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PACIFIC DERMATOLOGICAL ASSOCIATION 


The Pacific Dermatological Association is unique in that it is both a regional 
and an international organization. Its membership is limited to qualified derma- 
tologists who live in nations bordering on the Pacific Ocean. Thus it includes among 
its members dermatologists from Canada, Mexico, Hawaii, Australia, and the United 
States. 


“Dermatology in Mexico: A Study of Its Contributions,” by Maximilian E. 
Obermayer, M.D., appears in this issue of the Arcutves. This paper, with illus- 
trations, constituted the presidential address at the Seventh Annual Meeting of 
the Pacific Dermatological Association in Mexico, D. F., Aug. 22, 1955. 


The three-day meeting consisted of formal presentations, clinical sessions, and 
a clinicopathologic conference. The clinical sessions were held in the newly decorated 
Pavilion of Dermatology at the General Hospital. Various types of leprosy were 
demonstrated by Fernando Latapi, M.D., and members of his staff ; several varieties 
of mycotic infections, especially mycetoma due to Nocardia brasiliensis, were pre- 
sented by Pedro Lavalle, M.D.; the various stages of mal del pinto were demon- 
strated by Blas Sosa Camacho, M.D.; exhibits were presented of onchocerciasis, 
by Jest Gonzales Herrejoén, M.D., and of animal parasites by Roberto Nifiez 
Andrade, M.D. At the third clinical meeting, the members of the Association were 
the guests of the Mexican Society of Dermatology, with Ernesto Escalona, M.D., 
presiding. A number of interesting cases were presented and discussed. 


The formal-presentations took place at the Institute of Cardiology and included 
a colorful opening ceremony, with representatives of the governments of the Republic 
of Mexico and of the United States making short addresses of welcome. The 
scientific session included papers on “Diffuse Lepra” by Fernando Latapi, M.D., 
of Mexico, D. F.; “The Problem of Vitiligo” by A. Bunsen Lerner, M.D., and 
“The Dynamic Biochemistry of Human Melanogenesis” by Thomas Fitzpatrick, 
M.D., both of Portland, Ore. 


The clinicopatholgic conference, always an outstanding feature at the meetings 
of this organization, was very successful. Of 42 cases contributed, 20 were pre- 
sented with clinical photographs and photomicrographs, all in color. The guest 
moderator for this portion of the meeting was Hamilton Montgomery, M.D., of 
Rochester, Minn. 


There was no language barrier, for im the formal presentations translations 
were available and in the extemporaneous discussions a very able bilingual derma- 
tologist, Manuel F. Allende, M.D., of San Francisco, acted as translator. 
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In such a friendly and hospitable country, the social amenities were numerous. 
There was a fashion show and sight-seeing trips for the ladies. The meeting closed 
with a banquet at the El Patio, where the entire assemblage was addressed by the 
president, Maximilian E. Obermayer, in both English and Spanish, on the “Cultural 
Relations of Mexico and the United States.” This was followed by a colorful floor 
show by various native dancers from the different states of Mexico. 

Some 200 members and guests of the Pacific Dermatological Association re- 
turned to the United States with pleasant recollections and fond memories of a 
fine scientific meeting, and with a high regard for and understanding of their very 
able and hospitable members and colleagues in Mexico. 


Netson Paut ANpDERSsoN, M.D. 
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A Study of Its Contributions to Dermatology 
MAXIMILIAN E. OBERMAYER, M.D., Los Angeles 
AUMLINLONUNNIIUANU UAL 


A historical study of medicine must take 
into account not only the records collected 
during the span of modern civilization, but 
also what is known of the healing arts prac- 
ticed in earlier periods of civilization. In 
Mexico, on whose soil flourished one of the 
most highly developed Indian cultures, the 
medical wisdom and skill of its people 
reached a particularly high level. Fortu- 
nately, some details of the medical activities 
of those earlier times are available in the 
form of aboriginal documentary evidence 
and the chronicles of the Spanish conquerors. 

The inhabitants of Mexico were essentially 
an agricultural people. That they were in- 
tensely interested in horticulture is evident 
in their deification of some flowers and 
plants. They established botanical gardens, 
with special emphasis on plants having me- 
dicinal attributes, several centuries before 
anything of a like nature appeared in Europe. 
Moctezuma I, the Aztec emperor, created 
such a garden at Huaxtepec ; it was 2 leagues 
(5 miles) in circumference, and greatly im- 
pressed Hernan Cortés. The colored drawing 
of Aztec origin (Fig. 1) reveals an ad- 
vanced knowledge of plant morphology. 

The Indians of Mexico, the Nahuas and, 
especially, the Aztecs, recognized many 





Submitted for publication Sept. 10, 1955. 

Presidential address given before the seventh 
annual meeting of the Pacific Dermatologic Asso- 
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source material. 
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dermatoses and devised for their ladies 
specific and evidently adequate remedies. 
Many of these—mainly resins and the leaves 
and extracts of plants—are still in use, and 
their original Aztec names have become 
integral to the Spanish language spoken in 
Mexico today. 

As in all cultures governed by strict re- 
ligious codes, deification identified with vari- 
ous activities of daily life was a feature of 
Mexican culture prior to the Conquest. 
Among the Nahuas, Xipe or Xipetotec 
(Fig. 2) was a god of medicine, according 
to Flores. Xipe was, at first, revered as 
the malevolent god of the silversmiths at 
Tzapotlan in the state of Xalisco. It was 
believed that whenever a subject failed in 


- Fig. 1—Black and white reproduction of a col- 
ored drawing of Aztec origin that reveals advanced 
knowledge of plant morphology. 
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Fig. of _(left) Xipe or Sa ang of aadibee of the Nahuas; (right) a cstlstiiwn, 
goddess of medicine and creator of the wood tar uxitl. 


due veneration of this god or abandoned the 
cult, Xipe would inflict punishment in the 
form of scabies, abscesses, and other cutane- 
ous diseases, principally of the head. After 
the time of the Spanish Conquest, Xipe 
became the god of smallpox, according to 
early chronicles. 

Another supreme being—a goddess—was 
evidently of related identity; she was named 


Tzapotlatenan, after the town with which 
the god Xipetotec was associated (Fig. 2). 
Although Tzapotlatenan was a goddess of 
medicine in general, her dermatologic role 
was preeminent, since she was believed to 
be the creator of uxitl or oxitl, a wood tar 
that held a most important place in the 
dermatologic pharmacopeia of the Aztecs; 
this tar is derived from the family of car- 


Fig. 3—(left) Tlaloc, the Aztec rain god; (right) Ixlito, the god of diseases of children. 
—— from ee Rev. Med., México, D. F., 1953.) 
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boniferous plants termed ocotl, which pro- 
vided a great variety of remedies to which 
Aztecan practitioners of the healing arts 
gave the name teocotl. 

Tlaloc, the Aztec rain god, was responsible 
for elephantiasis, buboes, and other dis- 
eases (Fig. 3). Ixtlito, another god, was said 
to produce diseases in children (Fig. 3).* 

The loathsome Nanahuatl, another deity, 
was supposed to be the god of leprosy and 
elephantiasis. But in this supposition the 
historian Clavijero? is wrong, because it 
is almost certain that leprosy did not exist 
prior to the Conquest and that it was intro- 
duced by the Europeans. Whatever the facts, 
the natives who had what the Spaniards 
considered leprosy and those with other 
contagious diseases had been sacrificed (for 
the sake of public hygiene) to Iztacciutetl 
and other gods. These unfortunates fared 
somewhat better under the Aztec emperor 
Moctezuma II, who established in connec- 
tion with his palace at Tenoxtitlan—the 
ancient site of Mexico City—an asylum for 
subjects with incurable or extraordinary dis- 
eases, among them albinos. 

Another building, situated close to the 
Great Temple, was dedicated to the in- 
famous Nanahuatl. The patients who were 
brought there were not sacrificed but were 
treated by means of the aforementioned tar 
preparation teocotl. Since it is likely that 
some of these patients had psoriasis, and 
since exposure to the rays of the sun for 
therapeutic purposes was undoubtedly prac- 
ticed in that sunny climate, we may have, 
here, a forerunner to the Goeckerman treat- 
ment. 

The Nahuas classified cutaneous diseases 
into traumatic, inflammatory, and nutritional 
dermatoses. They also had an elaborate 
classification of ulcers and separate methods 
of therapy for each kind. Curiously, patients 





*The Aztec codices are documents painted on 
paper of maguey fiber or on deerskin parchment and 
consist of pictographs and phonetic signs.? The illus- 
trations are taken from the Codex Matritensis and 
reproduced from Sinopsis Rev. Med., México, D. F., 
1953. 
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with ulcers were not allowed to eat fish. 
The Nahuas also practiced isolation of pa- 
tients with contagious diseases. They sup- 
posedly recognized mal del pinto, and their 
term for the early stage of the disease was 
xiotl; this term is still in use, although the 
present-day spelling of the word is jiote, 
which is commonly applied not only to the 
early stage of mal del pinto but to pityriasis 
alba and to lichen simplex chronicus of the 
nape as well. The Nahuas had names for 
verrucae (tzotzocatl) and separate designa- 
tions for calluses of the hands (machacayolli) 
and of the feet (tocazol). 

Their methods of therapy were well de- 
veloped. Scabies and other dermatoses were 
treated by means of a resin obtained by 
cutting through the cortex of trees of the 
family xochiocotzoquahuatl which include 
the storax tree. The liquid balsam or gum 
of the storax tree was termed xochiocotzotl, 
now called liquid amber. It was widely used 
by the Nahuas in the forms of unguents and 
plasters. Even today this resin is still em- 
ployed for the treatment of scabies in 
children. 

The Nahuas treated sunstroke and ery- 
thema solare in children with a special herb 
called tlalyxahoal. Erysipelas was managed 
by means of a potion of equal parts of two 
herbs, xocotlatl and alacticxihuitl, and by 
topical applications of a poultice of the root 
of nochtli. Their treatment of keloids was 
elaborate. Incisions were made, and the 
wounds were cauterized with the Indian 
caustic barley called cebadilla, then sutured 
and the wound covered with ulli, the native 
latex. The aforementioned tar uxitl was 
used for treating fissures of the palms and 
the soles. The management of boils com- 
prised the drinking of the juice of tuzpatli 
(Darstenia contrayerba L.), and local ap- 
plication of the root of the same herb. 
Poultices of resins, including turpentine, 
were likewise employed. The herb tlacopalli, 
in the form of a poultice, was so successful 
in the treatment of sebaceous cysts that the 
practice was continued by the Spanish physi- 
cians during the epoch of the viceroys. The 
Nahuas also knew how to incise sebaceous 
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cysts when the treatment just described 
failed. 

It is not known whether the Indians dis- 
tinguished between the various genital le- 
sions, but they did treat buboes with extracts 
of herbs and— interestingly enough—with fil- 
ings of copper. Scrofulodermata were recog- 
nized as a manifestation of systemic disease. 
A chronic scaling dermatosis, most probably 
psoriasis, was managed internally and ex- 
ternally by a variety of herbs and resins. 
Nevi were recognized but disregarded; 
freckles, however, received intense medical 
attention: The patient was given a vegetable 
infusion (phehuame) to drink, and the ex- 
tract of an herb (tletlemaitl) was rubbed 
into the lesions. Intertrigo was treated with 
a powdered special herb (ocuiltlacotl). 
Balneotherapy, both in the form of steam 
baths (temascli)—sometimes combined with 
the use of herbs—and mineral hot springs, 
was extensively practiced. Therapy for 
hyperhidrosis of the feet consisted of applica- 
tion of special lotions containing concoctions 
of extracts of the herbs iztauhiatl and 
tlatlanquaxihuitl, or an ointment prepared 
from the stinging nettle mixed with the 
herb axin was rubbed in. The scalp received 
considerable attention: Scaling diseases were 
treated by cutting the hair and by shampoo- 
ing with urine or by application of the juice 
of avocado stones. A special form of scabies 
of the scalp was cured by the application 
of a resin. For tinea capitis they used ex- 
tracts of roots and herbs. The Aztecs recog- 
nized impetigo and devised various forms 
of therapy. 


Among the diseases due to animal or- 
ganisms the following received much atten- 
tion: pediculosis, jigger bites, flea bites, and 
scabies. The natives recognized pediculi and 
their larvae, and they distinguished between 
head and pubic lice; they had special and 
successful methods of therapy for pediculosis 
which consisted of application of extracts 
of certain herbs. Jigger bites were treated 
by surgical extraction followed by the appli- 
cation of agave leaves; the parallel with our 
present-day use of agave leaves for the 
treatment of dermatitis actinica is evident. 
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Some of the therapeutic measures em- 
ployed by the natives were rather bizarre. 
Lichen and prurigo were treated by the 
application of small live frogs and green 
papayas. Patients with scabies were told to 
eat young alligators, to wash the skin with 
urine, or to apply a resin which was then 
covered with feathers. The sufferer from 
scrofula had to swallow small live lizards. 
But these senseless procedures are more 
than outweighed by the afore-described thera- 
peutic methods which presupposed a con- 
siderable degree of diagnostic skill and 
pharmacologic knowledge. 


PERIOD AFTER THE -CONQUEST 


Medicine of the era after the Conquest 
was, naturally, that of contemporary Spain. 
Fortunately, as was pointed out by I. 
Chavez,* the 15th and 16th centuries were 
the time when Spanish medicine, enriched 
by the extraordinary knowledge of the Arabs, 
headed by Avicenna, was at its very peak. 
So it is not surprising that at least three 
important works were completed during that 
early period: “Opera Medicinalis” by Fran- 
cisco Bravo in 1570, “Suma y Recopilacion 
de Chirurgia” by Alonso Lépez in 1578, and 
the most important—‘Historia Plantarum 
Novae Hispaniae” by Francisco Hernandez, 
appointed chief physician of the Indies by 
Philipp II, and sent, in 1570, to New Spain. 
This monumental work in 17 volumes cost 
60,000 ducats—an immense sum at that 
time.t Later (1727), Marco José Salgado 
published his “Cursus Medicus Mexicanus,” 
the first book on physiology published on the 
American continent." 

An extraordinary medical undertaking, 
for which the Spanish crown deserves full 
credit, was. carried out in 1804. In that year 





+ According to Flores,1. Francisco Hernandez 
arrived in Mexico in 1570 and stayed there for seven 
years, during which he wrote the “Historia Plan- 
tarum Novae Hispaniae” in Latin. The manuscript 
was taken back to Spain and placed in the library 
of the Escorial, where part of it was destroyed by 
fire in 1671. Fortunately a compendium of the work, 
translated into Spanish, was published in 1615 and 
was republished in Rome in 1651. 
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a great expedition was organized by Fran- 
cisco Javier Balmis, under orders from the 
King of Spain, for the purpose of vaccinat- 
ing the population of New Spain ‘against 
smallpox. The ship sailed from i A with 
a large number of children aboard, who were 
vaccinated one by one during the voyage; 
thus a fresh supply of lymph was maintained. 
In port, vaccination of the indigenous popu- 
lation was carried on from arm to arm in 
the areas adjacent to the port. Meanwhile 
the ship took aboard a number of native 
children sufficient to again assure preserva- 
tion of the lymph by vaccination en route; 
it sailed to successive ports, at each of which 
the process was repeated among the natives 
of the surrounding regions. Thus the popula- 
tion of a large portion of Mexico became 
protected against smallpox. 

The teaching of medicine was, at first, 
in the hands of the Franciscan padres. The 
College of Santa Cruz de Tlaltelolco, founded 
in 1536, had outstanding instructors, the 
most famous among them being Bernardino 
de Sahagin, who died in 1591 (Fig. 4); 
he is considered the father of American 


Fig. 4—Fray Bernardino de Sahagtin, outstand- 


ing ethnographer and teacher at College of Santa 
Cruz de Tlaltelolco (died 1591). 
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Fig. 5—Don Antonio de Mendoza, first viceroy 
of New Spain and founder of the National Uni- 
versity. 


ethnography, the Pliny of America. The 
national university, La Nacional y Pontificia 
Universidad was established in 1551.t But 
even before that the Royal College of Physi- 
cians was founded. This institution under- 
went several reorganizations and changes of 
housing; since 1833 it has been functioning 
as the School of Medicine of the National 
University in the building once occupied by 
the Inquisition. This year will see its re- 
moval to the University City, where a 
magnificent building has been constructed 
for its use. 

The first physician of any consequence in 
dermatology was Ladislao de la Pascua, who 
died in 1891 (Fig. 7). He was the second 
physician to graduate from the National Uni- 
versity and the first to publish on leprosy 
(“Elephantiasis of the Greeks,” 1844).° Pas- 
cua was one of the founders of the several 





$ On Sept. 21, 1551, at the request of the first 
viceroy of New Spain, Antonio Mendoza (Fig. 5), 
and of the first archbishop, Juan de Zumarraga 
(Fig. 6), the charter for the university was decreed 
by Charles V. and signed by the crown prince who 
later became Philipp II. However, it is claimed 
(Garcia Icazbalceta, cited by Jiménez Rueda) that 
the first royal order to establish the university was 
signed in 1539, granting a request by Bartolomé de 
las Casas. 
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Fig. 6—Fray Juan de Zumarraga, first arch- 
bishop of Mexico, founder of the Hospital de Amor 
de Dios, the first hospital in New Spain for the 
treatment of venereal diseases. 


academies of medicine that were succesively 


established. He later became a priest. Today 
the most important dermatologic institution 
of Mexico City, the Centro Dermatoldgico 
Pascua (Fig. 8), bears his name. 

The second important physician to appear 
on the Mexican dermatologic scene was a 


Fig. 7.—Dr. Ladislao de la Pascua, first physician 
of consequence in dermatology (died 1891). 
contemporary of Pascua. Rafael Lucio (1819- 
1886) (Fig. 9) was an extraordinary teacher 
and scientist. As professor of medicine for 
36 years he devoted many of his lectures to 
dermatology; his ideas on lupus vulgaris, 
mal del pinto, and certain Mexican animal 
parasites were entirely original. But his 
greatest contribution, and perhaps the most 
original that Mexican dermatology has given 


Fig. 8—Centro Dermatolégico Pascua, the modern institute dedicated to the study and treat- 


ment of leprosy. 








Fig. 9—Dr. Rafael Lucio (1819-1886), great 
teacher and scientist, who first identified diffuse 
leprosy. 





us, was his identification of the special form 
of leprosy that bears his name.® 

The achievements of men like Pascua and 
Lucio stand out in sharp contrast to the 
general lack of interest in our field among 
physicians of the period. By 1888 only 2 of 
the 332 graduates of the School of Medicine 
of the National University since 1853 had 
devoted themselves to the treatment of cuta- 
neous diseases.” 
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Fig. 10.—Dr. Jestis Gonzalez Uruefia (born 
1868) outstanding teacher and organizer. 


Obviously, a new leader was greatly 
needed, and he appeared in the person of 
Jesus Gonzalez Uruefia, who was born in 
1868 (Fig. 10). His was the first statistical 
study that included diseases of the skin 
(1897). When dermatology became a part 
of the curriculum (1902),° Ricardo E. 
Cicero obtained the professorship ‘through 
competitive examination, and Gonzalez 
Uruefia was appointed chief of clinics. The 
first professor of dermatology in Mexico was 
Angel J. Rodriguez, who the government 
had sent to France to study under Fournier. 
Gonzalez Uruefia, later appointed professor, 
was the outstanding teacher of dermatology 
until his retirement in 1928. His lectures 
were given in the same pavilion of the 
General Hospital of the City of Mexico 
(Fig. 11) in which the service of dermatol- 
ogy is still located today. Thanks to Gonzalez 
Uruefia and Cicero, interest in syphilis was 





Fig. 11.—Pavilion 11 of 
the General Hospital of 
Mexico City where der- 
matology has been taught 
since 1905. 
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revived, the systematic study of the mycoses 
was initiated, and cutaneous tuberculosis was 
recognized as a health problem.§ Gonzalez 
Uruefia’s knowledge of leprosy is reflected in 
his book “La lepra en México” (1941).%? 

Fortunately for Mexico—and for interna- 
tional dermatology—his successor, Salvador 
Gonzalez Herrejon (born 1893) (Fig. 12) 
was of equally great caliber. Although the 
latter is immortalized by the Treponema that 
bears his name, his outstanding achievements 
cover many subjects in addition to that of 
mal del pinto. He contributed substantially 
to the knowledge of onchocerciasis, helped to 
organize the study and treatment of syphilis, 
and perfected the technic of epilation by 
means of thallium acetate. 

The year 1932 saw the emergence of the 
present leader of Mexican dermatology, 
Fernando Latapi (Fig. 13), first as assistant 
and from 1939 on as professor and chairman. 
It is felt that Latapi was the first among the 
great dermatologists who founded what may 
be called a Mexican school of dermatologic 





§ References 10 and 11. 


Fig. 12-—Dr. Salvador Gonzalez Herrején (bors 
1893). His work on mal del pinto is only one of his 
many achievements. 
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Fig. 13—Dr. Fernando Latapi, present leader and 
founder of the Mexican school of dermatologic 
thought. 


thought.* Latapi possesses a fortunate com- 
bination of qualities—a combination sel- 
dom found in one man: an unlimited zeal 
for research and for raising the level of sci- 
entific investigation, which led him to intro- 
duce new teaching methods; a great capacity 
for human kindness; a keen sense of social 
conscience, which found its most fruitful 
expression in the campaign against leprosy. 
In addition to having inspired his colleagues 
and students to work on many and varied 
scientific problems, he has been the driving 
force in making dermatology .an integral 
part of medicine and in the development of 
the Mexican dermatologist as a physician 
who is aware that he is dealing with a person 
rather than with a case. 

The many accomplishments in various 
branches of our specialty by Gonzalez 
Uruefia, Gonzalez Herrejon, Latapi, and 
others will be discussed in the reviews of 
these fields. 

Among other academic figures of promi- 
nence are Roberto Nufiez Andrade, who is 
a member of the editorial board of Excerpta 
Medica, Ernesto Escalona, Eugenio Cafias, 
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Fig. 14.—The personnel of the Service of Dermatology, General Hospital of Mexico City 
(center front: Dr. Ernesto Escalona and Dr. Fernando Latapi). 


Concepcion Estrada, Francisco Hernandez 
Zurita, Silvestre Rico Venegas, Blas Sosa 
Camacho, and O. Rodriguez (Fig. 14). 

Undergraduate teaching in dermatology at 
the National University, reorganized by 
Gonzalez Herrejon and Latapi, has, since 
1947, consisted of two courses of four 
months each; there are 50 lectures, mostly 
clinical, in each course. This instruction is 
given during the fifth year. Each student 
must prepare a detailed history of one case 
and a brief monograph on the disease in- 
volved. The dermatologic examinations have 
a “tough reputation” among the students. 
The first text for students was published in 
1954 (Escalona, Garcia Pérez, and Lopez 
Yafiez 1%). 

Dermatology is also taught in the Military 
School of Medicine, founded in 1880. The 
chair of dermatology at this school was 
established in 1917; Crescencio Ochoa y 
Mena shares the professorship with Oswaldo 
Arias. Instruction consists of one semester 
of lectures (60) and another of clinical 


demonstrations (120 hours) given during 
the fourth year of the six-year medical 
course. Since 1940 the Superior School of 
Rural Medicine of the National Institute of 
Polytechnics has included dermatology in its 
curriculum, with Roberto Nufiez Andrade as 
professor. 

Graduate dermatology has been in the 
hands of the Mexican Dermatologic Society— 
a unique but apparently most satisfactory 
arrangement.|| For the last 16 years courses 
have been given by the dermatologic society 
for general practitioners and for dermatolo- 
gists who are located in small towns. Not 
content with their own country’s interest, 
the Society has advanced American knowl- 
edge of tropical cutaneous diseases prevalent 
in Mexico by conducting two courses (1945 
and 1948) that were considered éxcellent by 





|| The Society, founded in 1936, has—at this time 
of writing—30 active and 19 corresponding mem- 
bers. It meets twice a month, once for a theoretic 
session in the building of the National Academy of 
Medicine and once for a clinical session in the Gen- 
eral Hospital. 
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the participants. With a reciprocal view, the 
Society engaged our Louis Schwartz of 
Washington, D. C., for a course on occupa- 
tional diseases (1946). The Society has 
actively stimulated interest in syphilis, lep- 
rosy, and the mycoses by sponsoring forums 
during its theoretic sessions for presentation 
of papers on these subjects. 

In 1951 another organization, the National 
Academy of Dermatology, was founded and 
it has been meeting regularly. 

Almost all Mexican dermatologists now 
practicing in Mexico City and many of those 
in the provinces, as well as a considerable 
number of foreign physicians, received their 
dermatologic training on the service of der- 
matology of the General Hospital, their peri- 
ods of training varying from six months to 
two years; there are, however, other teach- 
ing centers in the Republic (Fig. 15). 

A school of medicine at Guadalajara, in 
the state of Jalisco, associated with the old 
University of Guadalajara, was founded in 
1791, but it was not until 1933 (142 years 
later) that a department of dermatology was 
created. The first professor was Alejandro 
Ramirez ; the chair is now occupied by José 
Barba Rubio. A new medical school is asso- 
ciated with the Autonomous University of 
Guadalajara, founded in 1933; it, also, has a 
department of dermatology, which is headed 
by Ratl Aceves. 

The modern, completely equipped Derma- 
tologic Institute at Guadalajara was founded 
through the personal efforts of Barba Rubio, 
its director. His zeal is contributing greatly 
to the advance of dermatologic teaching and 
research, especially in leprosy. 

A school of medicine at Morelia, in the 
state of Michoacan, was founded in 1830. 
Not until 100 years later, in 1930, was the 
first chair of dermatology established, and it 
was 1949 before formal teaching of the sub- 
ject began—at the time the present chairman, 
Jorge Vega Nufiez, returned from his train- 
ing in Spain. 

The school of medicine at Monterrey, in 
the state of Nuevo Leén, was founded in 
1859; in 1941 a chair of dermatology was 
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‘school of medicine in Madrid, Spain, has 






authorized through the effort of Antonio 
Peyri, its first chairman and the first quali- 
fied dermatologist in Monterrey. In 1943 a 
service for diseases of the skin was organized 
at the Municipal Hospital; this institution 
now serves as the University Hospital, with 
J. Gonzalez in charge. 

There is also a chair of dermatology at the 
school of medicine of the University of San 
Luis Potosi with Manuel Medina Ramirez 
as professor. 

The role played in the progress of derma- 
tology by several physicians who came from 
abroad and settled in Mexico within the last 
20 years deserves mention: Julio Bejarano, 
from the department of dermatology of the 


published many articles on diverse subjects. 
Antonio Peyri, from Barcelona, Spain, who 
has already been mentioned, is the author ‘of 
a small textbook entitled “Dermatologia,” * 
published in 1943, and was the first to call 
attention to the frequency of leprosy in the 
state of Nuevo Leén. Richard Volk, the dis- 
tinguished expert on cutaneous tuberculosis 
from Vienna, Austria, imbued his Mexican 
colleagues with renewed interest in this dis- 
ease; he died in Mexico City. The contri- 
butions to dermatology by Jorge Millan 
Gutiérrez of Colombia, South America, will 
be referred to later. Erwin Kunewalder, of 
Vienna, has devoted much study to the serol- 
ogy and immunology of syphilis. Antonio 
Dubén, who came from El Salvador, Central 
America, has been interested chiefly in syphi- 
lis in children. 

The foregoing skeleton history deals, in 
the main, with the organizational aspects of 
the progress in dermatology in Mexico. Fol- 
lowing are brief discussions of the various 
fields of dermatology to which Mexico has 
contributed substantially. 








SYPHILIS 


The origin of syphilis still is in doubt. To 
paraphrase I. Chavez,* we do not know 
whether Mexico received both civilization 
and syphilization from Europe, or whether 
the disease was a little vengeance wreaked on 
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the intruders by the natives, or whether the 
day will come that the suspicion it came to 
all of us from Asia becomes verified. 


To one who has accepted the American 
origin of syphilis the strong sentiment in 
Mexico against that assumption comes as a 
surprise. Yet there seems to be some factual 
support for this sentiment. Until 1525 not 
a single writer of the period suggested that 
syphilis existed in the natives prior to the 
Conquest. This idea appears in the writings 
of Oviedo whose veracity was openly doubted 
by his contemporaries, for example, the son 
of Columbus, and by historians such as Las 
Casas and Clavijero.? And yet, in support of 
the existence of syphilis prior to the Con- 
quest, is a recent archeologic discovery. Clay 
figures, modeled after the appearance, in life, 
of the deceased and buried with the body, 
have been found in ancient graves at Ixtlan 
in the state of Nayarit. The illustrations 
(Figs. 16 and 17) show a pregnant woman 
with stigmas suggestive of prenatal syphilis, 
as saddle nose, frontal protruberance, and 


Fig. 16—Black and white reproduction of a col- 
ored photograph of a clay figure found in an ancient 
grave at Ixtlan in the State of Nyarit. 
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Fig. 17.—Profile drawing of Figure 16. Note 
frontal protuberance and saddle nose. 


Hutchinsonian teeth. Such isolated findings 
are, of course, anything but conclusive. 


Whatever the facts of origin, syphilis was 
observed shortly after the Conquest. As early 
as 1534, Zumarraga (Fig. 6), the first arch- 
bishop of Mexico, founded a hospital for the 
care of patients with venereal diseases; this 
was called Hospital del Amor de Dios or 
—more commonly—the Royal Hospital or 
the Hospital of the Buboes. It was the first 
institution of its kind on the American conti- 
nent. Only Spaniards, including distin- 
guished priests, were treated in this hospital. 
It was closed in 1788, and the patients were 
transferred to the newly established Hospital 
General de San Andrés, which continued to 
function until the present General Hospital 
of the City of Mexico was founded in 1905, 
Until 1736 native patients with syphilis were 
treated in the Royal Hospital of the Indies, 
founded between 1531 and 1534. A hospital 
for the treatment of prostitutes was estab- 
lished in 1868 ; this changed names twice and 
is still in existence, now being called Hospi- 
tal Dr. Jestis Aleman Pérez. 
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It seems that interest in syphilis—although 
second to that of leprosy—was well awak- 
ened during the past century. While this 
interest had a distinct delaying influence on 
the acceptance of dermatology as a_ full- 
fledged member of the medical family, it led 
to specialization in syphilis. Thus syphi- 
lologists appeared on the scene from the mid- 
dle of the last century on. A course in the 
venereal diseases was given for the first time 
in 1879. 


At the beginning of the 20th century der- 
matologists became keenly interested in 
syphilis. Gonzalez Uruefia and Cicero were 
the leaders in this work. Many articles were 
published,J/ dealing not only with clinical, 
laboratory and therapeutic problems of 
syphilis but also with legal, social, and psy- 
chologic aspects of the disease. In 1910 
arsphenamine (Ehrlich’s “606”) was used 
for the first time.2° Through the efforts of 
Enrique Villela, who was instrumental in 
launching the first real campaign against 
syphilis and the other venereal diseases, the 
Mexican Association of Venereology and 
the Mexican Archives of Venereology and 
Syphilis were founded. 


Since 1930 Gonzalez Herrején and Latapi 
have organized the study and treatment of 
syphilis on the service of dermatology of the 
General Hospital. Since 1936 syphilology 
has been taught by Latapi within the frame- 
work of dermatology. At his instigation the 
School of Medicine of the National Univer- 
sity created a separate chair of syphilology 
and leprology for the more specialized teach- 
ing of these diseases of such great social sig- 
nificance (1945); this post, however, was 
discontinued after two years. 


Latapi introduced the modern treatment 
of syphilis, with modifications of his own. 
He also created the term sifilis estropedda 
—the maimed or spoilt syphilis—for insuf- 
ficiently treated early syphilis; this designa- 
tion has been fully accepted by Ibero-Ameri- 
can syphilologists. Latapi has inspired many 





{| References 15 to 19. 


original contributions on the therapy and 
serology of the disease.# 


LEPROSY 


In 1528 Hernan Cortés, the Conquistador 
of Mexico, established, on one of his estates 
at Tlaxpana, a Hospital of Saint Lazarus— 
as the hospitals for patients with leprosy 
were called by the Spaniards ; it was the first 
not only in New Spain but on the American 
continent. But were its patients actually 
afflicted with leprosy? It is not improbable 
—as was pointed out by Gonzalez Uruefia * 
—that most of them had syphilis. There was 
a grave epidemic of syphilis at that time in 
Europe, and there must have been consider- 
able confusion in differentiation of the two 
diseases. 


Like that of syphilis, the origin of leprosy 
in Mexico is not entirely clear. The belief 
that it existed before the Conquest stems 
from the writings of early historians (Fran- 
cisco Hernandez, physician to Philipp II; 
Clavijero ?), who assumed that the hospital 
founded by the Aztec emperor Moctezuma 
as an annex to the Great Temple was dedi- 
cated to the care of victims of leprosy, since 
these unfortunates, according to Francisco 
Hernandez were segregated by the Aztecs.*® 

The evidence that leprosy was introduced 
from Spain, however, is far more convincing. 
The disease was endemic in the very prov- 
inces of Spain from which many of the Con- 
quistadors came.** Moreover, had the disease 
existed before the Conquest, the nodules and 
mutilations of leprosy would have been obvi- 
ous in the natives, yet Hernan Cortés re- 
corded nothing of this nature, although he 
meticulously described the physical charac- 
teristics of the Aztecs with albinism, whom 
Moctezuma sheltered in one of his palaces, 
and the appearance, also, of the Mayas of 
Yucatan. 


Other countries from which leprosy most 
certainly was introduced into Mexico are the 
Philippines, with which colonial Mexico had 
frequent and prolonged commercial traffic, 





# References 21, 23, and 24; Marquez Iturribaria, 
F., cited by Parran.?2 
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and, later, China, through immigration. 
These two sources could account for the 
principal focus of leprosy being in the west- 
ern region of the Republic. 

The first scientific publication on the dis- 
ease is that of Ladislao de la Pascua, in 1844, 
entitled “Elefanciasis de los Griegos.”* It 
was followed, in 1852, by what is undoubt- 
edly the most original contribution of Mexico 
to international leprology and dermatology, 
the work by Rafael Lucio and Ignacio 
Alvarado entitled ‘“Opusculo sobre el mal de 
San Lazaro o elefanciasis de los Griegos.’”’* 
In this the authors gave a masterly descrip- 
tion of a special variety of leprosy that, after 
some years, was forgotten and its existence 
even denied by some observers until Latapi, 
in 1937, unearthed it; he named it diffuse 
lepromatosis, and added important original 
observations of his own.* Later, Gonzalez 
Uruefia, Chévez,t and others contributed to 
the knowledge of Lucio’s disease. Medina 
Ramirez described the reaction to lepromin 
which occurs four to six hours after injection 
and which bears his name.t At the Interna- 
tional Congress of Leprosy in Habana 
(1948) diffuse lepromatosis was officially ac- 
knowledged as a special form of lepromatous 
leprosy. 

Not only diffuse lepromatosis but the dis- 
ease in general has been studied from all 
angles. Gonzalez Uruefia, in his book en- 
titled “La lepra en México” (1941),’* gives 
a résumé of the 136 articles that had appeared 
on the subject between 1842 and 1939. Two 
important books have since appeared: Her- 
nandez Zurita’s “The Mitsuda Reaction’’®® 
(1943), and O. Rodriguez’s “Lepra in Chil- 
dren” (1954) .7¢ 





* References 11, 27, 28, and 29; Latapi, F.: Sec- 
ond Course on Tropical.-.Dermatology,-- Sociedad. 
Mexicana de Dermatologia, México, D. F., August, 
1948, 

+ Chévez, A.: Pathology of Leprosy, Second 
Course on Tropical Dermatology, Sociedad Mexi- 
cana de Dermatologia, México, D. F., August, 
1948. 

t Medina Ramirez, M.: Personal communication 
to Dr. O. Rodriguez during sessions at leprosarium 
Asilo Dr. Pedro Lépez, 1944. 
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Latapi’s term, indeterminate cases, for 
those that cannot be classified within the true 
polar types, was accepted by the Interna- 
tional Congress in 1948.78 O. Rodriguez’s 
suggestion of an additional group, intermedi- 
ate or borderline cases, was brought before 
the Sixth International Congress in Madrid 
(1953), and was officially accepted.** 


Fight Against Leprosy.—A few decades 
after Hernan Cortés founded the first Hos- 
pital of Saint Lazarus (1528), Pedro 
Lopez, a physician and philanthropist and a 
great humanitarian, established the second 
such institution (1572) in New Spain; this 
sheltered the victims of leprosy for 300 
years.*? In 1875 a third hospital, San Lazaro 
de Campeche, was founded with the help of 
a legacy from a general, and later was 
enlarged through the spolium of a bishop. 

But a successful fight against leprosy was 
contingent on a better understanding of the 
nature of the disease: Until the beginning 
of the 20th century leprosy was generally 
believed*to be a hereditary and, therefore, 
noncontagious disease.2* It was Gonzalez 
Uruefia who, in 1910, aroused the Fourth 
National Medical Congress by presenting 
the magnitude and urgency of the problem.** 
But 11 years elapsed before leprosy became 
classified as a reportable disease, and it was 
not until 6 more years had passed that 
Gonzalez Uruefia, as diréctor of the Institute 
of Hygiene, was able to organize the first 
census of leprosy in Mexico.** The census 
was published in 1927 and proved the gravity 
of this endemic situation. Owing to these 
efforts, the government, in 1930, finally de- 
creed regulations concerning prophylaxis of 
the disease and established the Federal 
Service for Prophylaxis of Leprosy. Gon- 
zalez Uruefia’s efforts constituted a one-man 
fight against the indifference and apathy of 
a whole nation. He succeeded in establishing 
21 dispensaries in the areas in which the 
disease was most prevalent, and a federal 
leprosarium at Zoquiapan in the state of 
Mexico **; this leprosarium was named 
Asilo Dr. Pedro Lopez in honor of that great 
humanitarian of the 16th century. 
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In the early 40’s the campaign against 
leprosy was embraced by Latapi. His con- 
cept of how the battle against the disease 
should be fought became the doctrine of all 
physicians; his indefatigable insistence on 
early diagnosis, on complete study of each 
case, and on timely and humane treatment 
soon began to produce results. The derma- 
tologic center named Dr. Ladislao de la 
Pascua was established in 1937. In 1948, 
through the initiative of Latapi,** the Asocia- 
cién Mexicana de Accion contra la Lepra 
was founded. This private institution has a 
magnificent social program with multiple 
aims. These are as follows: (1) education 
by weekly seminars, by intensifying the 
teaching of leprosy to medical students, by 
subsidizing research projects and granting 
fellowships abroad in leprology, dermatology, 
mycology, and histopathology, by giving 
courses for volunteer social workers, and by 
the establishment of a small library at the 
Dermatologic Center ; (2) medical assistance 
in the form of free consultation, provided by 
members of the staff at the Dermatologic 
Center, for patients with dermatologic, oph- 
thalmologic, and orthopedic problems, and 
for the investigation of contacts; (3) aid to 
children with leprosy and to healthy children 
of lepromatous parents; (4) economic and 
social assistance to the needy after investiga- 
tion of the economic situation of each indi- 
vidual patient and his family; (5) fight 
against prejudice.** 

‘The campaign against leprosy is carried 
out intensively botli in Mexico City and out- 
side of the capital. Associations have been 
founded in many cities of the provinces, two 
of which are most active: In Culiacan, Sina- 
loa, due to the efforts of Jestis Rodolfo 
Acedo, a well-equipped dermatologic center 
is operating. In Guadalajara, Jalisco, it was 
Barba Rubio who was responsible for the 
establishment of a completely up-to-date 
dermatologic institution, El Instituto Derma- 
tolégico de Jalisco. 

In summary, it may be said that Gonzalez 
Uruefia and Latapi have been the prime 
instigators and leaders in the fight against 


leprosy. Gonzalez Uruefia’s paramount 
achievements have been in securing the offi- 
cial cooperation of the governmental and the 
academic institutions. Latapi’s great work 
has been the firm establishment of the Mexi- 
can school of leprosy and his inspired teach- 
ing of all phases of the problem. 


MAL DEL PINTO 


That mal del pinto existed in Mexico 
before the Conquest is maintained by some 
writers; it is said that the disease was called 
tzatzayanolixtli by the Aztecs and that they 
treated it by applications of a macerated 
plant, ixtenextic.2 Others assert that mal del 
pinto was brought to America by Negro 
slaves at the beginning of the 16th century.§ 

Whatever the origin, the first recorded 
knowledge of the disease consisted in the 
observations of Padre Antonio Alzate in 
1787. Mal del pinto was intensely studied 
by Rafael Lucio, who distinguished its clini- 
cal forms ; he lectured extensively on the dis- 
ease, and recommended, for its treatment, the 
antisyphilitic remedies of his time, mainly 
mercury and iodides. Lucio recognized the 
systemic nature of the disease and considered 
it an intoxication arising from ingestion of 
corn altered by a parasitic fungus—a hy- 
pothesis similar to that suggested for malaria 
before the discovery of its plasmodia. He 
also entertained the idea of the propagation 
of mal del pinto by gnats. In contrast to 
Lucio, other contemporary and later ob- 
servers thought of mal del pinto as a fungus 
infection—in fact that was the generally ac- 
cepted explanation of cause until i927, when 
Gonzalez Herrejon, after years of assiduous 
study and clinical observation, presented his 
epochal treponemic theory of the disease.|| 
Eleven years later his theory was confirmed, 
in Habana, by a Cuban investigator’s dem- 
onstration of the Treponema that bears Gon- 





§ References 37 and 38. 


|| Reference 39; Gonzalez Herrején, S., and Rico 
Venegas, S.: La dermatologia en México en los 
ultimos cincuenta afios: Trabajo elaborado para el 
Congreso Cientifico Mexicano, México, D. F., 1951 
(unpublished). 
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zalez Herrejon’s name, and soon after, in 
Mexico, it was again corroborated, by an- 
other Cuban, Leon y Blanco.*° 

The establishment of the treponemal cause 
of mal del pinto constitutes one of the most 
important dermatologic contributions by 
Mexico. But the investigations did not 
rest there. Latapi and Leén y Blanco, in 
1939, proved that the erythematosquamous 
eruption—popularly known in Mexico as 
“empeines”—is the first systemic manifesta- 
tion of the disease and, in analogy to 
syphilids, suggested the term pintids.*t In 
1939, also, Leon y Blanco produced experi- 
mental pintoby self-inoculation. 

The histopathology of pinto was studied 
in the same painstaking fashion as were its 
clinical features.f Many articles have since 
appeared on the use of antibiotics in the 
treatment of the disease.# The outstanding 
published work on the subject, however, is 
still Gonzalez Herrején’s “El mal del pinto” 
(1939) which has been invaluable in orient- 
ing research. 

MYCOSES 


Work on the mycoses began at the start 
of the century.*® Cicero and Gonzalez 
Uruefia were instrumental in awakening 
consciousness to the importance of the prob- 
lem of tinea capitis. As early as 1909 Cicero 
taught the x-ray technique of epilation.*° 
This technique was employed for some time 
but fell into disuse partly in consequence 
of faulty application and partly because of 
lack of adequate equipment. On the basis 
of Sabouraud’s observations, Cicero intro- 
duced epilation by the use of thallium acetate 
(1917), but indifferent results were obtained 
because the dosage was too small. Gonzalez 
Herrejon then took the problem in hand; 
he determined the optimum effective dosage 
as 7 mg. per kilogram of body weight 
(1919).°* Many studies on tinea capitis 
as well as on the clinical and laboratory 
differentiation of the various other tineas 
followed, with Gonzalez Urefia providing 





{| References 43, 44, and 45. 
# References 46, 47, and 48. 
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the driving force. Epilation by means of 
thallium acetate has, since 1919, been con- 
tinuously and safely used; in 1944 Latapi 
was able to present before the Mexican 
Congress of Pediatrics the statistical data on 
1159 children epilated within a 10-year 
period.* Since 1946 epilation with x-rays is 
again systematically carried out in the serv- 
ice of dermatology at the General Hospital 
by Francisco Hernandez Zurita. 

The other mycoses have not been neg- 
lected. Actinomycosis was investigated by 
Toussaint. Mycetoma was first diagnosed by 
Cicero in 1900,°? sporotrichosis by Gayén 
in 1913,°* histoplasmosis by Perrin and 
Martinez Baez in 1937,5* chromoblastomy- 
cosis by Martinez Badez** and Gonzalez 
Ochoa in 1940, tinea imbricata by Gonzalez 
Herrején, Latapi, and Rico, in 1945,3* coc- 
cidioidomycosis by Latapi in 1946,¢ granu- 
loma paracoccidioides by Gonzalez Ochoa 
and Esquivel in 1950,°* and North American 
blastomycosis by Martinez Baez, Reyes 
Mota, and Gonzalez Ochoa in 1954.°* 

Original and successful therapeutic in- 
vestigations include the treatment of many 
cases of mycetoma due to Nocardia brasili- 
ensis with sulfones (Lapati and his co- 
workers, 1947), and a few of them with 
isoniazid (Latapi and his co-workers, 1953) ; 
in addition, chromoblastomycosis has been 
successfully treated with calciferol (O. Rod- 
riguez), and tinea imbricata with benzo- 
thiazole (Estrada). 


Experimental work, carried out under the 
direction of Antonio Gonzalez Ochoa, the 
internationally known Mexican mycologist, 
at the Laboratory of Mycology of the Insti- 
tute of Health and Tropical Diseases 
(founded in 1940) has been crowned with 
fundamental contributions, the two most 
outstanding being the isolation of a poly- 





* Latapi, F.: 1159 casos de tifia tratados por el 
acetato de talio en la Policlinica Escolar No. 1 
durante 10 afios (1934-1943), II Congreso de Pedi- 
atria, México, D. F., 1944. 

+ Latapi, F.: Coccidioidomicosis: diagnéstico de 
un caso originado en California, presented before 
the National Academy of Medicine, Aug. 20, 1947. 
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saccharide from Sporotrichum schenkii and 
its use as an antigen (sporotricin) of great 


specificity.£ 


ONCHOCERCIASIS 


Since there is no reference to onchocer- 
ciasis in Mexican folklore, it must be as- 
sumed that it is a relatively recent disease 
in Mexico. It was introduced into neighbor- 
ing Guatemala by African Negroes; from 
there it spread into Mexico where it was 
observed, in 1923, by Villalobos. Through 
the intensive studies of Gonzalez Herrejon, 
who, in 1929, was appointed director of a 
campaign against onchocerciasis, knowledge 
of the disease has been greatly enriched. 
Hoffman was sent by Gonzalez Herrejon 
to the state of Chiapas, which borders on 
Guatemala, to study the black flies of the 
genus Simulia in that region as possible 
vectors of onchocerciasis. He discovered the 
life cycle of Onchocerca, describing it in the 
fly called Eusimulium mooseri (or callidum) 
in which he found the “sausage” form of 
the parasite.§ In 1930 Hoffman demon- 
strated the development of Onchocerca in 
Simulia avidum (or metallicum).* 

Another important step was the observa- 
tion of live microfilariae, by means of the 
cornea microscope, in the anterior chamber 
of the eye, and, subsequently, their presence 
in sections of the enucleated eye. It was 
again Gonzalez Herrejon who instigated 
these studies by Mexican ophthalmologists. 
Hematologists, entomologists, and dermatol- 
ogists also have conducted numerous in- 
vestigations in their respective fields and 
have furthered dissemination of knowledge 
of onchocerciasis. 


TUBERCULOSIS 


Tuberculosis of the lymph nodes was 
known even to the indigenous peoples of 
Mexico, who called it quechpalanalistli or 
tonanpotzaliciuiliztli, The famous Lucio 





+ Gonzalez Ochoa, A.: Polisacdridos de Sporo- 
trichum schenkii; reaccién cutanea como prueba 
diagnéstica, presented before the Mexican Society 
of Dermatology, May 8, 1947; also Reference 58. 

§ References 59 and 60. 


recognized lupus and recommended for its 
management cod liver oil. Gonzalez Uruefia 
studied cutaneous tuberculosis statistically 
(1897 and 1908) and thus succeeded in call- 
ing the attention of public health officers to 
these diseases.|| Intense stimulation of re- 
search was provided by the presence in 
Mexico of Richard Volk (1940-1944). He 
was responsible for the initiation of the 
laboratory and systematic therapeutic studies 
that led to the important observation re- 
corded by Concepcion Estrada (1943) ,% 
Nufiez Andrade (1946), Escalona and 
Estrada (1947), and by Latapi and his co- 
workers (1952 and 1953).* 


OTHER DERMATOSES 


Knowledge of a number of other derma- 
toses, some of Mexican origin, has been 
advanced by the investigations of Mexican 
dermatologists. In the large fields of cutane- 
ous reactions and hypersensitivities several 
contributions of interest have been made. 

Latapi recognized an entity, peculiar to 
Mexico, which he called jiote-ajo-sol derma- 
titis.1* As mentioned before, jiote is the 
popular designation—of Aztec origin—for a 
number of common dermatoses that long 
have been treated by the topical application 
of garlic (ajo). The garlic sensitizes the 
skin to sunlight with consequent severe 
dermatitis accompanied by id reactions. It 
is interesting to note that garlic, like Ammi 
majus lin., is an umbilliferous plant. 

Vitiligo has been treated by intradermal 
injections of hematoporphyrin (Millan Gu- 
tiérrez and Escalona, 1942)** with varying 
success—somewhat similar in degree to that 
obtained by the use of psoralens. 

Another specifically Mexican disease is 
the occupational dermatitis calorica pigmen- 
taria. It is frequently encountered in women, 
on the flexor surfaces of the forearms, 
especially the right arm, as a result of the 
practice of slapping the skin with hot tortillas 
during their preparation (Millan Gutiérrez, 
Salazar Mallén, and Martinez Baez).* 
Dermatitis solar hipochromiante (hypopig- 
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mentary dermatitis solaris), described by 
Latapi in 1945, is another dermatosis pe- 
culiar to Mexico." : 

In 1944 Latapi?' referred to cimiciasis, 
a reaction to bedbug bites in the form of 
lichen urticatus and strophulus; this occurs 
almost exclusively in children recently ar- 
rived in Mexico City from the interior or 
from abroad. He appropriately termed it 
“prurigo of arrival.” His observations, re- 
jected at first, were subsequently confirmed 
in Mexico as well as in the United States. 
Thus a situation similar to that observed in 
relation to the sand flea in California pre- 
vails, with the difference that the common 
parasite in Mexico is the bedbug. 

Then there is the original discovery by 
Nufiez Andrade and A. Hoffman. They 
observed trombidiasis caused by a larva 
which had not previously been described. 
It was named Neochoengastia nufiezi Hoff- 
man, 1944.4 Nufiez Andrade carried out 
other valuable studies on dermatoses due to 
animal parasites, especially tungiasis.”* 

The use of sulfones in the treatment of 
lupus erythematosus was first attempted 
with satisfactory results by Maria Garcia 
in 1949. 

Bairnsdale’s disease, caused by Mycobac- 
terium ulcerans, was discovered in Mexico 
by Pedro Lavalle in 1952. 

Neoplastic diseases of the skin have not 
been neglected. Hernandez Zurita has made 
original contributions in this field; ‘local 
chemotherapy of tumors has been exten- 
sively studied by him and by Gonzalez 
Mayans.”? 

The foregoing discussion is but an outline 
of the history of dermatology in Mexico. 
The contributions to medical knowledge in 
this field by Mexican physicians are too 
numerous to be encompassed in a review of 
this length; the bibliography that records 
their works too vast to permit citing more 
than the items that pertain directly to the 
selected subjects. It is hoped, however, that 
this historical summary may serve to ac- 





{i References 67 and 68. 
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centuate the many important accomplish- 
ments of our Mexican colleagues in this field 
of medicine. 
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 Iecdment of Herpes pape aud 
Chicken P. Ox with ile Globulin 


J. G. RODARTE, M.D. 
and 
B. H. WILLIAMS, M.D., Temple, Texas 


AIT TU 


Although we agree with Kass, Aycock, 
and Finland * that the evaluation of an agent 
in the treatment of herpes zoster must re- 
quire observation of a sufficiently large num- 
ber of treated and untreated patients to 
permit statistical comparison of both groups, 
we are motivated by Weintraub’s? recent 
paper on the treatment of herpes zoster with 
gamma (immune) globulin to report our 
comparable experience. The rationale of this 
therapy must be that if the subjective symp- 
toms of herpes zoster are relieved and the 
morphologic course of the disease is at- 
tenuated, such is due to neutralization of 
the virus by chicken pox virus antibodies 
present in the pooled immune globulin. 
Chicken pox is a disease of the early decades 
of life; whereas, herpes zoster occurs with 
greatest incidence from the fifth decade 
onward. Although data are not available 
tegarding the age groupings of donors who 
contribute to immune globulin pools, it is 
likely that most are under the age of 50 
years. If pooled immune globulin modifies 
herpes zoster because of chicken pox virus 
antibodies, then chicken pox should be at- 
tenuated as well. One of us (B. H. W.) 
has collected evidence to support this hy- 
pothesis. 





Submitted for publication July 27, 1955. 

From the Department of Internal Medicine (Dr. 
Rodarte) and the Department of Pediatrics (Dr. 
Williams) of the Scott and White Clinic. 


HERPES ZOSTER TREATED WITH IMMUNE 
GLOBULIN 


From January, 1954, through May, 1955, 
a total of 11 patients with severe herpes 
zoster (9 females and 2 males, ranging in 
age from 5 to 75 years) were treated with 
immune globulin. All complained of con- 
stant paresthesias such as burning, itching, 
and boring and/or lancinating pain sufficient 
to incapacitate them and to interfere with 
their sleep. Each sought relief from dis- 
comfort, abated only temporarily by pro- 
prietary analgesics. 

Dosages of immune globulin have been 
empirical and were sometimes limited by the 
patient’s desire to return home following 
relief from acute symptoms. Currently, we 
advocate that immune globulin (20 cc., intra- 
muscularly) be given daily for a period of 
at least four days. (Immune globulin, 10 cc., 
should be injected high in each buttock 
daily.) 

We were impressed by the dramatic relief 
of pain, particularly in those patients ex- 
periencing paroxysms of lancinating pain. 
In no instance did such pain recur after the 
first injection. Some who had analgesics 
available stated that they did not require 
such medication after the first day. Daily 
examinations of each patient over a period 
of at least four days demonstrated that no 
new lesions appeared later than 24 hours 
after the first injection of immune globulin. 
Furthermore, early lesions, present at the 
beginning of treatment, failed to progress 
and presented involutional changes on day- 
to-day examinations; i.e., erythema faded, 
papules failed to vesiculate, and small vesicles 
failed to scar. The original vesicles showed 
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involutional changes during the period of 
observation. These observations were in ac- 
cord with Weintraub’s? descriptions. Fol- 
low-up observations on our series of patients 
have demonstrated that all lesions have 
healed without complication. Postherpetic 
neuralgia has not been encountered. 

Comment.—Kass and associates' have 
pointed out the difficulty of evaluating the 
therapeutic efficacy of any agent used in 
herpes zoster because of the great variability 
in the clinical course of the disease. They ob- 
served that initial severity of symptoms may 
have prognostic value, since 15 of 28 patients 
with mild symptoms were improved within 
four days after they were first seen, whereas 
only 8 of 44 patients with severe pain were 
markedly improved within four days after 
they were first observed. From their group 
of 72 patients, 13 developed postherpetic 
neuralgia, as determined by pain of more 
than one month’s duration. 

Odessky * cites Janeway’s analysis of the 
number of variable factors to be considered 
in order to obtain complete passive immunity 
and adds others with respect to the treat- 
ment of measles encephalomyelitis with im- 
mune globulin. In short, to treat successfully 
a virus disease with specific parenteral anti- 
bodies, one must give a sufficient amount 
over a sufficient period of time. At present, 
immune globulin, as obtained, must have 
antibodies unknown with respect to qualities 
and quantities. 

Granted that the mechanism of immunity 
is responding with the production of specific 
antibodies, for this discussion one may say 
that in a given case of herpes zoster the 
empirical administration of large doses of 
immune globulin may minimize damage to 
the posterior root ganglion and spinal cord 
and thus possibly prevent postherpetic 
neuralgia. 


CHICKEN POX TREATED WITH IMMUNE 
GLOBULIN 
In December, 1953, a resident physician 
with chicken pox was given immune globulin 
(12 cc.) upon admission to the hospital. 
Lesions had been erupting for 36 hours. His 
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temperature had been as high as 104 F orally, 
and he complained of extreme toxicity. 
Within 6 hours after admission he was free 
of malaise; and within 12 hours he was 
afebrile. During this time he observed that 
macules present in his skin faded and failed 
to vesiculate. 

In March, 1955, we gave immune globulin 
to five children ill with chicken pox, begin- 
ning treatment during the first day that the 
eruption appeared. Immune globulin, 12 cc. 
daily, was given for three days (6 cc. in- 
jected daily into each hip). In all patients, 
it was noted that the original pox followed 
an unaltered course; whereas all subsequent 
vesiculated pox appearing within 48 hours 
of the onset of treatment appeared to be 
attenuated. Some macules present within 48 
hours and all others which developed later 
disappeared without evidence of skin damage. 

Comment.—The virus recovered in chicken 
pox is identical in appearance and in size 
with that found in herpes zoster. In a recent 
epidemiological study in the United King- 
dom, Simpson * found no distinction in an 
outbreak of ordinary chicken pox in Glouces- 
tershire, an outbreak of ordinary chicken 
pox in the island of Yell, and in chicken 
pox contracted from herpes zoster on the 
same island with respect to clinical manifes- 
tations, reproductive cycles, infectiousness of 
the disease, and in crossed immunity. The 
author concluded that the virus of chicken 
pox from herpes zoster is the same as that 
causing ordinary chicken pox. 


SUMMARY 


Immune globulin has been administered 
to 11 patients with severe herpes zoster. 
Prompt persistent relief from pain was ob- 
tained, and the skin lesions were modified. 
It is suggested that immune globulin may 
minimize posterior root ganglion and spinal 
cord damage and thus prevent postherpetic 
neuralgia. 

Since it is probable that herpes zoster and 
chicken pox are caused by the same virus, 
immune globulin was administered to five 
children with chicken pox during the first 
day of eruption. Examination of the skin 
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lesions suggested that chicken pox could be 
attenuated in this manner. 

It is advocated that large doses of immune 
globulin be administered over a period of at 
least four days to patients with severe herpes 
zoster and over a period of three days to 
patients with chicken pox in order to evalu- 
ate the efficacy of this agent. 
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Stlbamidine-RKesistant 


Vorth iesbion Blastomycosis 


Blastomyces Vaccine Treatment 
BEATRICE H. KUHN, M.D., Charleston, W. Va. 
MUTUIONIRAUTLURUEEE LUAU UA 


INTRODUCTION 


Great advances have been made in the 
treatment of blastomycosis with the advent 
of stilbamidine and 2-hydroxystilbamidine. 
The problem of stilbamidine treatment fail- 
ures is still unanswered. One such case is 
presented here as it may offer a partial 
answer to this question. 


REVIEW OF LITERATURE 


Schoenbach and associates reported in 
1951 on the favorable response of systemic 
blastomycosis to stilbamidine. Arthur Curtis? 
reported four cases of blastomycosis cured 
with stilbamidine and diethylstilbesterol in 
1952. One treatment success and one failure 
were reported at the Chicago Dermatologic 
Society * likewise in 1952. One of the most 
comprehensive articles, and one of the best, 
evaluating stilbamidine and its usage, by Dr. 
D. T. Smith,’ appeared in GP, 1953. Dr. 
Smith summarized the background and 
earlier use of stilbamidine in treatment. of 
blastomycoses, presenting detailed informa- 
tion as to dosage, contraindications, and toxic 
manifestations, together with a brief presenta- 
. tion of 10 cases, only 1 of which was a 
treatment failure as the result of an inade- 
quate total stilbamidine dosage. He pointed 
out that the initial nitritoid-like toxic reac- 
tion could be prevented by proper dilution 
and administration of the medication. He 





Submitted for publication Aug. 4, 1955. 
* References 3 and 4. 
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further concluded that renal and hepatic dam- 
age could be prevented by proper prepara- 
tion of the drug, with special attention given 
to shielding it from light. Fink and asso- 
ciates® reported on the. successful use of 
stilbamidine in one case in 1953. Dr. Slaugh- 
ter” reported two successes with the use 
of stilbamidine in the treatment of blasto- 
mycosis in the 4A. M. A. Archives of Derma- 
tology and Syphilology in 1954. Further, in 
1954, Sutliff * reported favorably on the use 
of stilbamidine and 2-hydroxystilbamidine 
in the treatment of 25 patients with blasto- 
mycosis, but stated: “Further precautions 
to avoid toxicity, adjustment of dosage to 
avoid relapses or to cure refractory lesions, 
and longer periods of observation are needed 
to define the optimal results from therapy 
with the aromatic diamidines.” Forsey and 
Jackson ® reported dramatic improvement in 
one case of blastomycosis with the use of 
stilbamidine, associated with the development 
of a toxic psychosis. Gaumond,’? in the 
treatment of 11 cases of blastomycosis, con- 
cluded stilbamidine might prove effective. 
Wilson and associates ** stated: “If future 
experiments with chemo-therapeutic agents 
such as stilbamidine removes their hazards 
and augments their reliability to cure blasto- 
mycosis, it may be wise to include this ap- 
proach.” He further stated in “Mitestones 
in Dermatology” ** in 1955: “The adminis- 
tration of Stilbamidine still falls short of 
complete cure in many instances.” Thus we 
have a drug often miraculous in effect but 
often failing, and the question is “What 
then?” The standard methods of treatment 
in both systemic and cutaneous North Ameri- 
can blastomycosis as outlined in the “Manual 
of Clinical Mycology ** include desensitiza- 
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tion with heat-killed Blastomyces vaccine 
if the patient is sensitive; administration of 
iodides, stilbamidine or 2-hydroxystilbami- 


- dine therapy; surgical excision or drainage 


when indicated ; x-ray therapy of skin lesions 
in the desensitized patients, and general 
supportive care. The following case incor- 
porated all these methods of therapy plus 
one additional one. 


REPORT OF A CASE 


A 37-year-old white woman was first seen in 
1950, complaining of skin trouble on her legs of 18 
months’ duration. Examination revealed a stocking 
type of eruption on both legs, extending from the 
knees to the ankles. This was characterized by 
serpiginous, verrucous, reddish-blue, ropy, granu- 
lating borders with depressed, granulating, scarred 
centers and a seropurulent drainage. The diagnosis 
of blastomycosis was confirmed by biopsy. The slide 
was reported: “Dermal abscesses composed of poly- 
morphonuclear neutrophiles,-in addition, there are 
infiltrates of lymphocytes, macrophages and foreign 
body giant cells. A single blastomycosis organism is 
seen.” Repeated hospitalization for compresses, anti- 
biotics, together with iodine therapy and a propi- 
onate-caprylate compound (Sopronol) locally, was 
ordered. Iodides were pushed to tolerance until one 
drop three times a day repeatedly produced an 
iododerma. X-ray therapy was initiated in April, 
1951, and given to tolerance. The patient was re- 
peatedly skin-tested with Blastomyces vaccine + and 
on no occasion were any of these skin tests positive. 

In January, 1951, she was hospitalized, six months 
pregnant, at which time her legs were 80% healed. 
A therapeutic abortion was requested, and author- 
ization was refused by the consulting physician. Her 
skin condition rapidly deteriorated and was asso- 
ciated with edema of the legs. In April, 1951, three 
days post partum, she developed an acute empyema 
of the gall bladder associated with acute hepatitis. 
The liver, on physical examination, was found to 
extend below the umbilicus. It was the impression 
at that time that she might have developed systemic 
blastomycosis, but this could not be confirmed. X-ray 
of the chest, of the bones of the hands and skull, 
and all other laboratory tests, except those pertain- 
ing to her liver, were normal. 

This patient dropped from observation after her 
delivery until December, 1951, at which time she 
was seen with two small active lesions on the left 
leg. These were treated with Sopronol locally and 





+ Vaccine was supplied by Dr. Norman Conant 
of Duke University School of Medicine and has been 
supplied continuously to date. 


x-ray therapy. In April of 1952 she was started on 
stilbamidine ¢ and received a total of 4.3 gm. from 
this date through December of 1952. The medication 
was given intramuscularly (100 mg. of stilbamidine 
in 2 cc. of procaine), with the exception of one 
intravenous injection, which’ produced an acute 
vascular collapse. On two occasions this patient 
developed numbness and paralysis on the left side of 
her face. 


In December, 1952, an abdominal hysterectomy 
was done after a spontaneous abortion, At surgery, 
her liver was found to be nodular and scarred and 
for the first time since the initiation of stilbamidine 
therapy her liver function tests showed marked liver 
damage. This was felt to have resulted from her 
hepatitis rather than as a result of stilbamidine 
therapy. Before discharge, two active lesions were 
excised from her leg. The pathologic report was as 
follows : “Microscopic examination shows skin with 
acanthosis, papillomatosis and pseudoepitheliomatous 
hyperplasia. Intraepidermal and dermal abscesses 
are seen. In the corium is a chronic granulation 
tissue with occasional Langhans type of giant cells. 
Pseudotubercles are occasionally seen. This inflam- 
mation extends up to the subcutis. There are rare 
Blastomyces seen lying free in the tissue, especially 
in the abscesses. The fungus appears as a rounded 
structure with thick walls, giving a double-con- 
toured appearance. These healed well.” In March of 
1953 the distal end of one scar was excised which 
was found positive for blastomycosis and the patho- 
logic report was as follows: “Similar histopatho- 
logic changes with rare blastomycete, extracellular 
as compared to previous report.” Originally a stitch 
abscess had developed here, which became a typical 
granulomatous lesion. It was felt at this time that 
further stilbamidine or 2-hydroxystilbamidine ther- 
apy was not advisable. Additional lesions, as they 
developed on her legs, were excised and all healed 
well. The last positive biopsy was obtained in May 
of 1953 and showed changes similar to the previous 
one. Those lesions not excised were treated with 
stilbamidine locally both in the form of a compress 
and as an ointment. 


In May, 1953, this patient was started on weekly 
injections of undiluted Blastomyces vaccine. This 
has been continued to the present time, June, 1955, 
and the patient is now receiving 1 cc. intramus- 
cularly each month. The last lesion seen on either 
leg developed on the left leg in August, 1953, and 
was excised. The pathology report was as follows: 
“The slide shows skin with some pseudoepitheliom- 
atous hyperplasia and rare intraepidermal and 
dermal abscesses. The dermis contains a polymor- 





+ At the onset of this experiment, the Wm. S. 
Merrill Company supplied us with 24 ampules of 
stilbamidine for use in this case. 
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phous granulation tissue with many macrophages, 
plasma cells, lymphocytes and dilated and hyperemic 
capillaries. Occasional pseudotubercles are seen with 
Langhans and foreign body giant cells. Fungi are 
not seen.” 

In August, 1954, the patient developed a clinical 
hydradenitis suppurativa. Biopsy was carried out 
and was negative for blastomycosis. These two 
slides § were reported as follows: “Biopsy under 
right arm shows skin with hyperkeratosis and some 
acanthosis. The dermis contains occasional pig- 
mented brown melanophores and focal rare accumu- 
lations of lymphocytes around blood vessels. No 
fungi are seen.” Secondly: “Biopsy under right arm 
shows skin with some hyperkeratosis and irregular 
acanthosis of the rete ridges, keratotic plugging and 
rare dermal horn cysts. In the dermis are scattered 
pigmented melanophores arid few polymorphonu- 
clear leucocytes, lymphocytes and macrophages.” In 
May, 1955, a nonspecific nasal papilloma developed, 
which was excised and also reported as negative 
for blastomycosis. The biopsy report was as follows: 
“Polyp of middle turbinate shows nasal mucosa 
and underlying tissues composed of many mucous 
glands, with hyperemic vessels. Interglandular 
stroma consists of dense infiltrations of lympho- 
cytes and occasional plasma cells. Deeper to this 
are bone lamellae and fibrous tissue. The mucosa 
consists of pseudostratified columnar epithelium 
with no histopathologic changes except for super- 
ficial ulceration and an exudate consisting of fibrin 
and pus.” 

The last blastomycotic granuloma on the leg was 
found in May of 1953, five months after stil- 
bamidine was discontinued. The first negative biopsy 
on the leg was in August, 1953, seven months after 
stilbamidine was discontinued and three months after 
the vaccine immunization program was started. The 
pathology strongly suggests that this last lesion on 
the leg might represent blastomycosis even though 
the fungi itself was not seen. Since August, 1953, 
there have been no lesions on the legs and no sug- 
gestion of blastomycosis in the additional lesions 
elsewhere. No lung or bone lesions have developed, 
and all liver function tests have returned to normal. 
The patient has continued to feel well and gain 
weight. 


The use of Blastomyces vaccine has been 
confined previously to those patients showing 
hypersensitivity on skin testing. It was felt 
that administration of vaccine in this case 
might immunize the patient against blasto- 
mycosis. Regardless of the exact immuno- 
logic principles involved, there was no other 
possible therapeutic approach. In view of 





§ These reports were prepared by Dr. Newman, 
Department of Pathology, McMillan Hospital. 
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the fact that this-patient has remained well 
for two years after receiving adequate stil- 
bamidine therapy, and after having been 
classified as a stilbamidine failure, it is felt 
well worth while to draw attention to this 
possible mode of treatment. The initial dose 
was 0.1 cc. of the stock vaccine (as prepared 
at Duke) intramuscularly. This was given 
at weekly intervals, increasing the dose 0.1 
cc. each injection to a maximum of 1.0 cc. 
This dose was maintained at weekly intervals 
for one year. Since then, the patient has 
received 1.0 cc. every second or third week. 
There have been no reactions to vaccine 
therapy. 


SUMMARY 


A very brief review of the literature con- 
cerning the use of stilbamidine and 2-hy- 
droxystilbamidine in the treatment of North 
American blastomycosis is presented. 

Treatment of one case of cutaneous blasto- 
mycosis which was a stilbamidine failure is 
detailed. In this case no evidence of blasto- 
mycosis tas found after five months of 
Blastomyces vaccine therapy, and during the 
subsequent two years of observation no fur- 
ther evidence of blastomycosis has been found. 


CONCLUSIONS 


Stilbamidine and 2-hydroxystilbamidine 
are extremely important advances in the 
treatment of blastomycosis. Their poten- 
tialities are not fully explored but to date they 
represent the most effective therapeutic agent 
available. ; 

Stilbamidine, which has been replaced by 
2-hydroxystilbamidine, has been reported as 
neurotoxic. This reaction has been temporary. 
2-Hydroxystilbamidine is not neurotoxic. 
Properly administered, these drugs do not 
cause liver damage ; the damage in the above- 
cited case was due to hepatitis. 

The patient detailed in this report has, 
for two years, shown no evidence of local 
or systemic blastomycosis, after two years of 
treatment with Blastomyces vaccine and after 
having been classified as a_ stilbamidine 
failure. 


1109 Quarrier St. 
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A Defense of the Fading Concept That Cutaneous Blastomycosis Is a Primary Inoculation Process 


WARREN L. MACAULAY, M.D., Fargo, N. D. 
TTA UU UUM K UR 


Within recent years a new concept of the 
pathogenesis of cutaneous blastomycosis has 
been introduced. Simply stated, it postulates 
that cutaneous blastomycosis is not a pri- 
mary inoculation process as previously as- 
sumed but rather a manifestation of a 
systemic disease, the internal focus, obvious 
or undetectable, being in the lungs. The fol- 
lowing case report will serve as a basis for 
exploring this hypothesis. 


REPORT OF A CASE 


A white man, age 25 years, from Sutton, N. D., 
was first seen on July 14, 1954, complaining of a 
chronic ulceration on the left great toe. In January, 
1953, during a basketball game, a blister first 
appeared at this site. He had left his own basket- 
ball shoes at home and, while in the locker room, 
had borrowed another pair for the game. The 
owner of the shoes was unknown. The basketball 
shoes were not of the patient’s size, and he was 
aware of irritation in this area and blister formation 
about midway in the game. The following day, 
while he was at his regular work in a grain 
elevator, a grain door fell on his left great toe, 
rupturing the blister. The patient experienced some 
pain and initiated magnesium sulfate (Epsom salt) 
soaks. The lesion did not heal but became progres- 
sively larger and associated with itchy sensations. 
In March or April, 1953, the patient consulted 
his local physician. Antibiotic ointment, potassium 
permanganate compresses, and methylbrosanaline 
chloride (gentian violet) solution were prescribed 
in sequence, without benefit. At the time of his 
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referral here, the lesion had been present for 18 
months. It was slowly progressive. 

The patient’s past medical history was of no note. 
He claimed excellent health. Indeed, except for 
his induction into the Army, he had never been 
examined by a doctor until the time of his present 
complaint. His average weight was 160 lb. His 
present weight was 162 Ib. 

The patient enlisted in the Air Force in 1947. 
He was stationed at San Antonio, Texas; Denver, 
Colo., and Hampton, Va., and discharged in 1948. 
While in the Air Force, he served as a clerk-typist. 
After discharge from the Air Force, he worked on 
a farm for one year, on the railroad for three 
months, at*a bakery for one year, at a creamery 
for one year, and for the past two years had been 
working in a grain elevator. The lesion on his 
foot first appeared six months after he began work 
in the elevator. 

The patient had been married for four years 
and had three children, all living and well. His 
father, mother, and three siblings were ali living 
and well. 

Physical examination was ‘essentially normal ex- 
cept for the findings on the skin. A 3.5 by 2.5 cm. 
sharply demarcated ulcer with raised edges was 
present on the mediodorsal surface of the left great 
toe near the base of the toe (Fig. 1). The ulcer 
was of dark red color and presented a warty surface 
with numerous papillae which bled on easy trauma. 
Several shotty, nontender- inguinal nodes were 
present on the left. No nodes were palpable in the 
right inguinal area. 

The differential diagnosis at that time included 
squamous-cell epithelioma and cutaneous blastomy- 
cosis. A portion of the lesion was excised for 
microscopic examination, and tissue was also re- 
moved for potassium hydroxide smears and culture 
on various media. 


The potassium hydroxide smears revealed thick- 
walled, doubly refractile, yeast-like cells. The tissue 
sections showed extensive hyperplasia of the epithe- 
lium, assuming a pseudoepitheliomatous pattern. A 
marked inflammatory reaction of granulomatous 
type was present in the upper corium, with a heavy 
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infiltration of plasma cells, lymphocytes, and 
densely clustered polymorphonuclear leucocytes. In 
a few of these clusters, oval or round bodies with 
thick walls about half again as large as red cells 
were seen. Foreign body giant cells were fairly 
numerous. Cultures on Sabouraud’s medium grew 
out Blastomyces dermatitidis. Bacterial cultures 
revealed Staphylococcus aureus. Routine blood and 
urine studies were essentially negative. The sero- 
logic test for syphilis was negative. The urea nitro- 
gen was 11.25 mg. per 100 cc. The total protein 
7.73 gm. per 100 cc., with 5.50 gm. of albumin 
and A/G ratio of 2.5:1. The sulfobromophthalein 
test showed 10.5% retention at 30 minutes (normal 
equals about 3%) and 4.7% retention at 60 minutes 
(normal equals about 2%). The PPD in the first 
strength was negative. An x-ray of the chest was 
reported as normal. 

At the completion of these studies, the patient 
was admitted to the hospital on Aug. 18, 1954, for 
treatment with 2-hydroxystilbamidine.* On Aug. 20, 
1954, 110 mg. of this drug in 200 cc. of 5% dextrose 
‘in water was given by slow intravenous drip. The 
room was darkened and the infusion bottle was 
covered with a paper bag and a Turkish towel. 
There being no local or systemic reaction, the dose 
was increased to 225 mg. in 200 cc. of 5% dextrose 
in water intravenously on Aug. 21, and repeated 
daily until Sept. 2, 1954, for a total of 3.035 gm. 
of 2-hydroxystilbamidine. After the third day of 
therapy the patient was aware of punctate pruritic 
areas on his forehead and cheeks immediately fol- 
lowing the infusion and lasting for four hours. He 
described these sensations as those produced by 
small biting insects. This reaction, possibly the 





*John B. Chewning, M.D., of the Wm. S. 
Merrell Company, supplied this material. 
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Figure 2 


result of suggestion, was not experienced again. 
On the same day the patient stated that his toe no 
longer felt “stiff” and he could move it through 
a greater range of motion. On completion of treat- 
ment, Sept. 2, 1954, it was apparent that the lesion 
was less thick, was losing some of its verrucous 
appearance, and tending to flatten out. The patient 
was discharged from the hospital on Sept. 3, 1954, 
and followed as an outpatient. By Sept. 30, 1954, 
the ulceration had healed and only a smooth, slightly 
elevated, purple-red scar remained. 


Near the completion of treatment, on Aug. 30, 
1954, a repeat sulfobromophthalein test was reported 
as 7.1% retention at 30 minutes (normal equals 
0-3%) and 3.2% retention at 60 minutes (normal 
equals 0-2%). The blood urea nitrogen was 11.6 
mg. per 100 cc. 

The patient was again examined in October, 1954, 
January, 1955, and July, 1955. During this time he 
remained asymptomatic and the lesion on his foot 
remained healed. A smooth scar persisted (Fig. 2). 
Chest x-rays, repeated on Oct. 28, 1954 and July 5, 
1955, were reported as negative. 


COMMENT 


In 1939 Martin and Smith’ recognized 
two types of North American blastomycosis, 
namely, the cutaneous type and the systemic 
type. The preceding case with a solitary 
lesion of the skin and no evidence of systemic 
involvement represents the simplest form of 
cutaneous blastomycosis. 


The concept that all cases of blastomycosis, 
cutaneous or otherwise, are actually systemic 
infections was apparently first introduced by 
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Schwarz and Baum f and recently supported 
by Wilson and associates.* This working 
hypothesis would have us assume that pul- 
monary blastomycosis predated the injury 
and that the cutaneous lesion was the result 
of hematogenous spread to the site of injury. 
Applied specifically to the above case, such 
assumptions are difficult to accept. Where, 
after 18 months, was the evidence for pul- 
monary blastomycosis? Why had lesions not 
appeared elsewhere in or on the body? Is 
the etiological significance of the patient’s 
history of injury to be invalidated and dis- 
regarded? The burden of proof leans heavily 
upon those who would claim that this patient 
had systemic blastomycosis with circulating 
organisms lodging at a locus minoris re- 
sistentiae. 


On the other hand, two opportunities 
existed for the cutaneous inoculation of the 
organism. The patient wore basketball shoes 
other than his own. The fit of the shoes was 
poor, and a blister was produced on the left 
great toe during the basketball game. The 
blister remained intact until ruptured the 
following day while he was at work in a 
grain elevator. Recalling that grain elevators, 
along with other dusty environments, have 
been previously incriminated as a probable 
epidemiological source of blastomycosis,® it 
is difficult for one to avoid the obvious con- 
clusion that a localized infection was acquired 
by primary inoculation then and there. The 
lesion persisted and enlarged over an 18- 
month period before specific therapy was 
instituted. At the end of this time there was 
no clinical evidence of pulmonary or other 
involvement. 


Cases have been reported wherein a cu- 
taneous lesion existed initially, only to be 
followed later by evidence of systemic in- 
volvement. In such instances several deduc- 
tions are permissible : 

1. That, in time, dissemination resulted from the 
cutaneous lesion. This is the old concept. 


2. That the organism, already in the lung, lay 
latent, smoldering, and undetectable while establish- 
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ing a cutaneous satellite. And then, weeks, months, 
or years later, it flamed into an obvious systemic 
process. So reasons the new concept. 


3. That the patient acquired a second infection. 
The concepts of “auto-inoculation” and “dissemina- 
tion” may be misleading. A second lesion may not 
necessarily be the direct result of a first. Repeated 
and multiple infections may possibly be acquired 
from the same unkown epidemiological sources and 
the same immunological defects which produced 
the first. 


Only four instances of cutaneous blasto- 
mycosis resulting from inoculation from a 
known human source are on record. All of 
these occurred in physicians or laboratory 
workers performing autopsies on cases of 
systemic blastomycosis. Since the histologic 
findings of the primary lesion in these four 
instances were different from those of cu- 
taneous blastomycosis, Wilson and associ-_ 
ates + concluded that cutaneous inoculation 
blastomycosis is an extremely rare phe- 
nomenon; and they lend their support to 
the concept that all cases of blastomycosis 
are actually systemic infections. Whereas 
such a conclusion may be valid, another 
assumption may be made from these findings, 
Recognizing that the histopathology may 
very well be different in those cases originat- 
ing from a known human source as compared 
with those originating in nature, one may as- 
sume that the organism from a known human 
source has been modified’ or attenuated by 
the original host and is thereby capable of 
provoking an altered response. Blastomyces 
vaccine and complement fixation tests indi- 
cate the host’s response to the organism. 
These tests likewise may indicate the host’s 
influence on the organism. Involvement of 
the skin associated with the development of 
a positive skin test to Blastomyces vaccine 
seems, in general, to confer upon the patient 
a better prognosis,® indicating either in- 
creased host resistance or the body’s mollify- 
ing effect on the organism. 


The report of Wilson and associates ¢ 
reveals an interesting paradox. The oppor- 
tunities for accidental inoculation of medical 
personnel and family contacts are great. Yet 
man-to-man transmission during life is un- 
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known,’ while postrcortem sources supply 
the only known cases of accidental inocula- 
tion. 

Rather than deny the concept that cutane- 
ous inoculation in nature results in cutaneous 
blastomycosis as we know it, and attempting 
to form conclusions which remain within the 
boundaries of our present knowledge, it may 
be expedient for the time being simply to 
recognize this variant for what it is, namely, 
the result of inoculation from a known 
cadaver source. 

Present-day trends in blastomycosis patho- 
genesis demand to know whether or not this 


patient had pulmonary involvement. Short 


of an autopsy, this point remains moot. 
Suffice it to say, it was impossible to demon- 
strate any pulmonary lesion. Certainly suffi- 
cient time elapsed for such a lesion, if it 
existed, to become apparent. On the other 
hand, the patient had a cutaneous infection 
with Blastomyces dermatitidis, and a clean- 
cut history to explain it. 

It has not been the author’s intent to pour 
more confusion into an already confused 
and poorly understood disease process, but 
rather to emphasize that the present-day 
concepts of the pathogenesis of blastomycosis 
are simply hypotheses, nothing more. A 
single case, as reported here, cannot pre- 
sume to refute this new and reasonable 
concept of pathogenesis. Yet reconciliation 
with it has been impossible in this instance. 
It is obvious that investigations of large 
numbers of cases, epidemiological studies, 
and more basic research are necessary before 


our understanding of this interesting disease 
will be complete and any one concept of 
pathogenesis wholly acceptable. 


SUMMARY 


A case of cutaneous blastomycosis, treated 
successfully with 2-hydroxystilbamidine, is 
presented. 

Parenthetically, this is apparently the first 
proved case of blastomycosis reported from 
the state of North Dakota. 

The concept that cutaneous blastomycosis 
is a manifestation of a systemic disease proc- 
ess is questioned. 


807 Broadway. 
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JOHN M. SIEGEL, M.D., Allentown, Pa. 
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The subject of amyloidosis has attracted 
the attention of pathologists and internists 
for more than 100 years. Rokitansky * and 
Virchow * were among the first to report a 
pathosis in which various organs were in- 
filtrated by a firm, waxy, translucent, gray, 
homogeneous substance. Virchow named it 
amyloid because it gave a vegetable, starch- 
like reaction after the application of iodine 
and dilute sulfuric acid. 

In the last 30 years, dermatologists have 
written extensively on amyloidosis of the 
skin. A classification which is more or less 
accepted by most dermatologists in one which 
is modified after Michelson and Lynch.* It 
is divided into (1) generalized amyloidosis 
with cutaneous involvement; (2) systema- 
tized amyloidosis with cutaneous lesions, 
and (3) localized amyloidosis of the skin— 
primary and secondary. 

In the case of the generalized variety, it 
was promptly recognized to be associated 
with long-standing suppurative disease of 
bone, with syphilis, and with pulmonary and 
osseous tuberculosis. The kidneys, spleen, 
liver, and adrenals are ordinarily the organs 
showing the greatest infiltration. The skin 
is seldom involved, and when it is there is 
no characteristic or uniform type of erup- 
tion, The intravenous Congo red test is an 
important diagnostic aid. 

In respect to systematized amyloidosis or 
primary systemic amyloidosis, contrary to 
the generalized form, there is an absence of 
preexisting disease. The amyloid is deposited 
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in the heart, lungs, striate muscle, and other 
structures not often involved in the general- 
ized form. The amyloid deposits react atypi- 
cally to the specific amyloid stain ; the intra- 
venous Congo red test may or may not be 
positive. Macroglossia and generalized ach- 
ing of the skeletal muscles, as well as signs 
of cardiac disease, are accompaniments. 

The cutaneous lesions of systematized 
amyloidosis may occur in the form of waxy 
papules or xanthoma-like nodules or plaques 
anywhere on the skin and are due to deep- 
seated amyloid deposits. In addition, pur- 
puric lesions and subepithelial ecchymoses 
may appear. as the result of the location of 
amyloid deposits in and about the arterioles. 
This is the form of amyloidosis which has 
been found in association with multiple 
myeloma. 


The third form, localized amyloidosis, 
may be primary or secondary. The primary 
has also been called lichen amyloidosis or 
amyloidosis cutis nodularis et disseminata. 
Although it is equally as rare in the skin as 
other types of amyloid disease, it is the form 
with which the dermatologist is most famil- 
iar. It occurs principally as a pruritic, lichen- 
oid eruption on the legs, consisting of neuro- 
dermatitis-like patches, made up of confluent, 
translucent, pin-head- to  split-pea-sized, 
pink, red, or reddish-brown papules. This is 
the picture which was first described in the 
American literature by Winer* and later 
amplified by Nomland.*® The general health 
of the patient appears to be unaffected. The 
Nomland test (the subcutaneous injection 
of Congo red) is positive, but the intra- 
venous test is negative. Although Dostrovsky 
and Sagher® have reported pigmented 
lichen-planus-like patches of amyloid deposit 
on the arms and back as well as on the legs, 
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LOCALIZED CUTANEOUS AMYLOIDOSIS 


leg involvement only is more frequent and 
is the type usually exhibited at dermatologic 
meetings. 

The secondary type of localized cutaneous 
amyloidosis and the one which is concerned 
in my patient, is probably even less frequent 
than the primary form. In this, amyloid de- 
posits are found in senile and pigmented ver- 
rucae, keratomata, epitheliomata, and cylin- 
dromata. The predilection for exposed parts 
of the body is believed to be due to a sec- 
ondary process in skin that is already dam- 
aged. This feature has been the subject of 
an exhaustive report by Freudenthal.’ A 
similar type has been reported by Sanni- 
candro.® In his report he stated that amyloid 
deposits were a degenerative phenomenon, 
associated with elastic tissue destruction. 
His cases occurred on the backs of old people 
as freckles and shagreen patches; pruritus 
was absent. A. Matras ® described scattered 
amyloid papules on the face of a 69-year- 
old woman with senile, degenerative skin 
changes. In the same article he described a 
discrete, brown lesion on the left eyebrow 
of a 43-year-old man, which was found to be 
an amyloid deposit. 


It is the purpose of this paper to record 
the clinical findings and laboratory data of 
an unusual form of localized secondary 
amyloidosis cutis on the face of a middle-aged 
white woman who was otherwise in perfect 
health. 





REPORT OF A CASE 


A 52-year-old white woman complained of a 
dermatosis of the face of eight years’ duration. It 
began in the form of a group of asymptomatic, 
yellow papules on the left cheek, which gradually 
coalesced to form a yellowish-pink, smooth, slightly 
raised plaque about 2 cm. in diameter. There were 
no symptoms other than disfigurement. 

Two years after onset she consulted a dermatolo- 
gist, who made a diagnosis of lupus erythematosus 
and administered a series of injections. About a 
year ago a brownish-red patch appeared on the left 
side of the face, which has since increased in size. 
Subsequent medical history was negative except for 
partial hereditary deafness and mild anemia at vari- 
ous intervals during the previous 10 years. The 
patient is the mother of three grown children and 
appeared to be in an excellent state of health. A 
general physical examination was essentially nor- 
mal. The patient wore a hearing aid to help over- 
come a deafness caused by an inherited otosclerosis. 

Dermatologic examination disclosed two rather 
striking facial lesions: the one was a reddish-brown, 
irregular, infiltrated, firm nontender, smooth, raised, 
slightly dome-shaped plaque about 2.5 cm. in diam- 
eter, located in the center of the left cheek; the 
second occupied the left side of the chin. It was a 
similarly colored, infiltrated, smooth patch about 3 
cm. in diameter. In addition, there were numerous 
freckles and other pigmented macules over the face, 
probably early senile verrucae, indicating senile de- 
generative changes. A punch biopsy specimen was 
taken from the margin of the brownish plaque on 
the chin. A Nomland test was performed on this 
lesion also, and the same amount of Congo red was 
injected subcutaneously into a normal place on the 
external surface of the left arm as a control. A 
rose-red macule persisted for about five weeks on 
the chin, but none developed at the control site. 


Brownish yellow nodu- 
lar masses, wrinkling, 
freckles, and pigmented 
brownish macules. 
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Laboratory examinations comprising a complete 
blood count, urinalysis, and blood chemistry studies, 
including blood sugar, urea nitrogen, uric acid, 
nonprotein nitrogen, creatinine, cholesterol, calcium, 
chlorides, total protein, and serum albumin and 
serum globulin were within normal limits. A blood 
sedimentation rate was normal. Kolmer, Kahn, and 
Mazzini serologic tests for syphilis were negative. 
No Bence-Jones protein was found. A roentgeno- 
gram of the chest was also reported as normal. 

Before the Nomland test was performed, the pos- 
sibilities considered in diagnosis were sarcoid, xan- 
thoma, chronic discoid lupus erythematosus, and 
facial granuloma with eosinophilia. 

Histologic Report.—Microscopically, there was 
no inflammatory cell infiltration, although the sub- 
epidermal tissues were notably edematous and the 
capillaries ectatic. Most conspicuous were the 
large numbers of perfectly formed hypertrophic 
(not adenomatous) sebaceous glands. Some of the 
collagenous bundles were broad and densely hyaloid 
and had become broken into clods. These were 
strikingly aligned to the periphery of the sebaceous 
glands and to a lesser extent around the blood ves- 
sels. Aggregations of hyaloid substance did not 
appear in the papillae, such as is the case for lichen 
amyloidosis. They took a clear red color with 
Congo red, whereas all of the other tissues stained 
orange. 

The bulk of this lesion was due to the sebaceous 
hypertrophy. In an attempt to further confirm the 
diagnosis, additional stains were tried, but results 
were at variance. The thought occurred that we 
were dealing with so-called para-amyloid rather 
than true amyloid disease. 

A second biopsy specimen was obtained from the 
same lesion with the following report from another 
histopathologist: The epidermis was flattened but 
otherwise not remarkable. The pathologic changes 
were limited to the collagen and blood vessels. In 
the upper cutis there was marked edema, with some 
distention of the superficial vessels and a mild in- 
flammatory infiltrate surrounding the hair follicles. 
There was a rather diffuse homogenization of the 
collagen fibers. This homogenization seemed to rep- 
resent a degenerative process which extended also 
into the walls of the blood vessels. In an effort to 
identify the material contained in the collagen 
fibers, McManus and Congo red stains were done. 

McManus Stain: This stain confirmed the pres- 
ence of a degenerative process involving much of 
the collagen throughout the entire cutis, the pur- 
plish material appearing in fairly well-circum- 
scribed bundles throughout the dermis and lining 
the walls of the blood vessels. 

Congo Red Stain: The Congo red stain finally 
identified this degenerative substance as amyloid. 
The reddish-staining material pervaded almost the 
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entire cutis and was quite evident throughout the 
walls of the blood vessels. 


COMMENT 


This case appears to be significant because 
on clinical examination its nature was not 
suspected. A search of recent dermatologic 
literature disclosed reports of two cases with 
similar pictures. Holtzman and Skeer ?° re- 
ported a case of a woman of 56 years with a 
nodular swelling of one year’s duration on 
the right ala nasi; this was composed almost 
entirely of amyloid. They mentioned the pos- 
sibility of the amyloid change being a de- 
generative one in a preexisting lesion. Biz- 
zozero and Midana* described the case of 
a woman of 50 in general good health who, 
for 12 years, had been developing yellowish- 
red coalescing nodules over the entire face. 
The sternal region was also involved. The 
lesions were composed of amyloid, which 
the authors believed was the result of a 
degenerative process in the elastic tissue. 

Our patiént did not present any evidence 
of generalized disease, and from the dura- 
tion of the symptoms, the absence of amyloid 
deposits elsewhere, and the completely nega- 
tive laboratory findings, we could most as- 
suredly rule out primary systematized amy- 
loidosis in spite of the histologic picture 
which suggested this disease, The other signs 
of degenerative skin changes on the face as 
evidenced by freckles, wrinkling and sebor- 
rheic keratoses, would suggest that the amy- 
loid deposits were also the end-result of 
degenerative changes. 


SUMMARY AND CONCLUSION 


A case of localized cutaneous amyloidosis 
is reported. Clinically the picture resembled 
xanthomatosis or chronic discoid lupus ery- 
thematosus for which the patient was treated 
for several years, its true nature being dis- 
covered after biopsy. We believe the amyloid 
deposit to be secondary to a local degenera- 
tive process. Judging from recent reports of 
similar cases, this disease may occur more 
frequently than has been heretofore sus- 
pected. 
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JEROME M. GREENHOUSE, M.D. 
and 
THADDEUS SZEWCZYK, M.D., St. Louis 


HNN 


The increasing interest exeinplified in 
recent articles on retrolental fibroplasia and 
hemangiomas, as well as the fact that. the 
case we are reporting responded so nicely 
to therapy, prompted us to make a report 
on our findings of the incidence between skin 
hemangiomas and retrolental fibroplasia. 

Andrews * reports that there is a definite 
relationship between cutaneous hemangiomas 
and retrolental fibroplasia, particularly in 
premature infants. He also states that “it is 
important for the dermatologist to know 
about retrolental fibroplasia. In many cases 
there is spontaneous regression, but in the 
others the only possible treatment is by 
irradiation in the early active stage before 
irremedial damage, cicatrization, and blind- 
ness develop.” Reiss and Blodi* point out 
that “the clinical course of skin hemangiomas 
parallels that of retrolental fibroplasia in that 
the large majority of skin hemangiomas ap- 
pear after birth (within the first five weeks) 
and undergo an active, progressive phase 
which is then followed by a regressive, or 
cicatricial stage.” 

Brokaw and Waldo * state that their case 
“further demonstrates the coincidence of 
cutaneous hemangiomas in prematures with 
retrolental fibroplasia.” 





Submitted for publication June 28, 1955. 

Department of Dermatology, Barnard Free 
Skin and Cancer Hospital and Barnes Hospital, 
Washington University School of Medicine; Oph- 
thalmology Department, St. Louis University 
School of Medicine. 

* References 1 and 2. 
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REPORT OF A CASE 


A white boy was born two months prematurely 
on Sept. 13, 1951. His birth weight was 3 Ib. 14 oz. 
(1758 gm.). There was no indication of eye involve- 
ment at birth; however, there was a small angioma 
on the right cheek. This continued to grow in size 
so that at the time of the first examination, on 
Sept. 20, 1951, there was a dark, raised purplish 
area with ulceration over the right malar bone 
(Fig. 1). The periorbital tissue was increased in 
amount, the right ear was deformed, and there was 
involvement of the upper lip and the oral mucosa. 
The hemangioma also extended over the right 
temple area. There was difficulty in breathing, and 
the baby took the bottles with difficulty. The neck 
was hyperextended. X-ray pictures of the skull, 
arm, thorax, and abdomen were abnormal. 

X-ray therapy was started on Nov. 28, with a 
200-kv. 18-ma. x-ray machine with an inherent 
filter of 0.5 mm. cu. Figure 4 illustrates the various 
ports used in the therapy. The tube head was placed 


Figure 1 
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SKIN HEMANGIOMA—RETROLENTAL FIBROPLASIA 
parallel to the skin at each port so that the x-rays 
were given tangentially, thus avoiding excessive 
exposure of vital structures. The dates, the sites, 
and the method of treatment given are in the Table. 

There was remarkable regression in thickness by 
Dec. 13. Blanching was noted on Jan. 3, 1952. Con- 
tinued blanching and regression continued to the 
present time (Figs. 2 and 3). Neurosurgical exami- 
nation revealed nystagmic movement, vertical and 
lateral. There was no stigma of organic brain dis- 
ease and no evidence of Sturge-Weber’s disease. 





Record of X-Ray Therapy 











Nov. 28, 1951 100 r given tangentially in Port I 
Nov. 29, 1951 150 r given tangentially in Port II 
Nov. 30, 1951 150 r given tangentially in Port III 
Dec. 5, 1951 150 r given tangentially in Port IV 
Figur 2 Dee. 13, 1951 — we ioe aod r Port v by lead on 
March 27, 1952 100 r Port V, lip not protected 
Aug. 14, 1952 Repeat Ports I, II, V, VI; 100 r each 
Sept. 15, 1952 Repeat Ports I and IV; 100 r each 
Oct. 23, 1952 Repeat Ports VII and VIII; 100 r each 
March 12, 1953 Repeat Port IX; 100 r 
Sept. 17, 1953 Repeat Port III; 150 r 





Examination, on April 14, 1954, revealed abso- 
lutely flat and many normal flesh-colored areas. 
The top of the helix of the right ear was atrophic, 
and some pouching of the right cheek was present. 
The patient was otherwise in good health. 

Last examination, in October, 1954, revealed very 
few areas of angiomatous tissue. 

The first eye examination, on Sept. 20, 1951, re- 
vealed a large hemangioma of the entire right side 
of the face, and the right eye protruded moderately ; 
the anterior segments of both eyes were normal. 
Funduscopic examination was essentially normal, 
blood vessels were normal, and no lesions were 
Figure 3 noted. The baby received oxygen continuously. The 

















Figure 4 
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next examination, on Sept. 28, showed that the eyes 
were normal, and oxygen was discontinued that day. 
On Oct. 4, anterior segments were normal. Fun- 
duscopic examination revealed vitreous haze in both 
eyes. The vessels were three times average size, very 
tortuous, and led to peripheral elevations; several 
blotchy hemorrhages in the periphery. The child 
was replaced in oxygen. At the next examination, 
on Oct. 11, the vessels were slightly smaller. The 
baby was kept on continuous oxygen, of over 50%, 
until Nov. 21. Under this therapy the vascular 
and retinal changes gradually regressed. There was 
no effect on the hemangioma of the face. On Dec. 
1, the child apparently developed a respiratory in- 
fection, as he had difficulty in breathing. Ocular 
examination during this time revealed an exacerba- 
tion of the retrolental fibroplasia. Vessels became 
three to three-and-a-half times average size, and the 
peripheral retina became white and elevated. These 
changes gradually regressed. The child was exam- 
ined at frequent intervals. On April 14, 1954, glasses 
were prescribed. The refractive error on the right 
was —13.00 D., and on the left, —14.00 D. Fundus- 
copic examination revealed fine vitreous opacities, 
tortuous blood vessels, and granular pigmentation 
in both eyes. No lesions were noted, and there was 
no detachment or septa. Both eyes showed a fine 
nystagmus. 


RELATIONS TO SKIN HEMANGIOMAS 


Because of the interest in this case, we 
studied the cases at the premature infant 
center in East St. Louis to see if there was 
any relationship between the hemangiomas 
and retrolental fibroplasia. The cases studied 
at the premature center had frequent ocular 
examinations since birth and were examined 
at regular intervals after discharge from the 
hospital until about age 2 years. It was 
possible for us then to determine the inci- 
dence of hemangiomas in babies who never 
had any evidence of retrolental fibroplasia, 
in those who developed the first stages of 
this disease and recovered, and in those who 
developed the cicatricial stages of retrolental 
fibroplasia. 

A total of 283 babies was studied. Twenty- 
three developed hemangiomas. Of this total, 
256 babies never had any evidence of retro- 
lental fibroplasia and 20 of these had heman- 
giomas, an incidence of 7.9%. Twenty-six 
babies developed some stages of retrolental 
fibroplasia while in the nursery (most re- 


570 


gressed), and three of them developed 
hemangiomas, an incidence of 14.3%. 

In view of the fact that Reese and Blodi * 
had reported 20 cases of hemangiomas out 
of 80 who had retrolental fibroplasia, an 
incidence of 25% compared with our inci- 
dence of 15%, we feel that hemangiomas 
may be more frequent in babies with retro- 
lental ‘fibroplasia but that the frequency is 
exaggerated. 

Retrolental fibroplasia has been shown by 
one of us (T. S.°) to be caused in the major- 
ity of cases by the too rapid withdrawal of 
a premature baby acclimatized to an oxygen- 
enriched atmosphere. Upper respiratory in- 
fections and severe anemia usually while a 
baby is receiving supplemental oxygen or 
great variations in the oxygen available 
(repeated “withdrawals”) also initiate the 
disease. Carefully controlled animal experi- 
ments by Ashton * and Gyllensten and Hell- 
strom * have confirmed these findings. Patz ® 
on the other hand, believes that retrolental 
fibroplasia is produced by prolonged expo- 
sure to oxygen in high concentrations and 
claims to have produced this disease in ani- 
mals simply by keeping them in an environ- 
ment of concentrated oxygen. He, however, 
failed to measure and control the oxygen 
concentration frequently enough to be sure 
it did not fluctuate widely. What he was 
actually witnessing was a response to re- 
peated “withdrawals.” Gyllensten and Hell- 
strém’ have shown that exposing animals 
to almost pure oxygen for prolonged periods 
did not produce the disease, and that it only 
appeared on rapid withdrawal from oxygen. 
Retrolental fibroplasia can then be said to 
be a hypoxic phenomenon. 

If there is some relationship between. retro- 
lental fibroplasia and skin hemangiomas, then 
one must suspect the same etiologic agent. 
It is not difficult to conceive why the pre- 
mature retina should respond pathologically 
to oxygen changes. It has a very high 
oxygen requirement, is still undeveloped, and 
is incompletely vascularized. When exposed 
to more than sufficient oxygen, acclimatiza- 
tion takes place (vasoconstriction, vaso- 
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obliteration, and inhibition of normal vascu- 
larization—Ashton,® and Gyllensten and 
Hellstrém *). When the available oxygen is 
suddenly reduced, vasodilatation, neovascu- 
larization, exudation, and hemorrhages de- 
velop. If the hypoxia is severe enough, the 
response progresses to organization by cica- 
tricial tissue and the blood vessels become 
attenuated. If compensation takes place, the 
picture gradually reverses itself (but usually 
not without residual damage to the eyes). 
In that retrolental fibroplasia is initially a 
vascular phenomenon, skin hemangiomas do 
bear a resemblance. The skin, however, 
utilizes oxygen at a very low rate and is 
insensitive to large oxygen changes. If the 
hypoxic phenomenon which is responsible 
for retrolental fibroplasia is also responsible 
for the development of hemangiomas, we 
must suppose that many premature babies 
have “an island or islands” of misplaced 
fetal tissue which has a high oxygen utiliza- 
tion, is sensitive to oxygen changes, and 
which, under certain conditions of hypoxia, 
can undergo vasoproliferation and give rise 
to hemangiomas. 

To determine whether there was any rela- 
tionship between skin hemangiomas and the 
oxygen environment of the prematures with 
hemangiomas in the first few weeks of life, 
we studied their hospital records. Of these 
23 babies, 7 received no supplemental oxy- 
gen after birth, 8 received oxygen for 6+ 





+ It appears that exposure to oxygen for approxi- 
mately six days is essential for withdrawal symp- 
toms of retrolental fibroplasia to appear. In animals, 
five days’ exposure, followed by rapid withdrawal, 
produces the disease. 
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days or less (over-all incidence of 66%), 
1 received oxygen for 7 days, 1 for 10 days, 
and only 5 received oxygen for prolonged 
periods (23 to 120 days) (over-all incidence 
of 30%). Thus, from our series of cases, 
more than twice as many babies receiving 
little or no oxygen developed hemangiomas 
as compared with those babies receiving 
oxygen. 
CONCLUSIONS 

Though admittedly the number of cases 
studied was small, it appears that the inci- 
dence of skin hemangiomas in babies with 
retrolental fibroplasia may be slightly greater 
than that in babies without this disease. The 
significance, as far as retrolental fibroplasia 
is concerned, has been exaggerated. There 
appears to be no definite relationship between 
oxygen administration and the occurrence of 
skin hemangiomas. 
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THEODORE CORNBLEET, M.D., Chicago 
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Since Page’ first introduced the use of 
quinacrine for the treatment of lupus ery- 
thematosus, interest in and popularity of this 
form of therapy have remained unabated. 
Enthusiasm about a drug generally wanes 
after its use for some time, and quinacrine is 
no exception to this rule. The use of anti- 
malarials for lupus erythematosus, however, 
is not ebbing, because newer and more effec- 
tive ones are being provided. The similarity 
of the members of the group has made it 
easier for the later arrivals to gain an easier 
acceptance. Practitioners were quick to find 
chloroquine a safer drug than quinacrine, 
and besides more effective clinically. Plaque- 
nil (7-chloro-4-[4-(N-ethyl-N-@-hydroxy- 
ethylamino) -1-methylbutylamino] quinoline) 
is still less toxic than its immediate predeces- 
sor, and preliminary trials seem to show it 
is at least as effective in lupus erythematosus. 
Since no method or drug yet devised is cap- 
able of clearing or curing all cases of lupus 
erythematosus, even though they are becom- 
ing more effective, newer agents are wel- 
come at least for the relatively large group 
in the residue of patients either only partially 
improved or totally unimproved. 





Submitted for publication Oct. 10, 1955. 

Plaquenil is the trade name for the drug, which 
was furnished through the courtesy of Dr. J. B. 
Rice, Winthrop-Stearns, Inc., New York. 

From the Departments of Dermatology, Uni- 
versity of Illinois College of Medicine and the Cook 
County Hospital. 
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CHEMICAL AND PHYSICAL PROPERTIES 
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7-Chloro-4-[4-(N-ethyl-N-8-hydroxyethylamino)- 
1-methylbutylamino] quinoline diphosphate 

CisHaCIN;sO. .2HsPO, Mol. Wt.=531.9 

Per Cent Base= 63.15 


Plaquenil, which was first synthesized and 
described by Surrey and Hammer,’ is a col- 
orless crystalline solid which melts at 162- 
164. It is soluble in water to the extent 
of at least 20% (weight per volume). A 1% 
aqueous solution has a pH of 4.4, but may 
be adjusted to pH 7.0. with N/10 alkali 
without precipitating. Ampules and vials 
containing a 5% solution of Plaquenil were 
incubated at room temperature and at 37 C 
for four and one-half months, and the solu- 
tions were shown to be completely stable by 
chemical analysis. 

Plaquenil is a 4-aminoquinoline similar to 
chloroquine diphosphate, but differs from the 
latter in that a hydroxyethyl group is sub- 
stituted for one of the ethyl groups on the 
tertiary amino nitrogen. 


PHARMACOLOGY 


Plaquenil is approximately five times as 
active as quinacrine dihydrochloride and is 
comparable with chloroquine diphosphate in 
its suppressive action against blood-induced 
Plasmodium lophurae infection in ducks. 
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Acute and subacute toxicity studies show 
that Plaquenil is from one-half to one-fifth 
as toxic as chloroquine diphosphate, and the 
oral administration of Plaquenil results in a 
more rapid absorption and in blood levels 
several times higher than with chloroquine 
diphosphate. Preliminary clinical studies 
have shown that Plaquenil is completely tol- 
erated when administered at dose levels 
which controlled clinical attacks and para- 
sitemia in representative infections due to 
P. vivax and P. falciparum. 


REPORT OF CASES 


CasE 1—A Negro woman 30 years old had 
chronic discoid lupus erythematosus patches on the 
cheeks, lower lip, right ear, and scalp. The first 
lesion appeared on the ear six years previously. 
She was improved partially with gold sodium thio- 
sulfate, carbon dioxide snow, and quinacrine (Ata- 
brine). Her lesions during the last two years seemed 
to be stationary, but nevertheless persistent. She 
began the use of Plaquenil sulfate with 3 tablets 
daily (600 mg.) for three weeks, when there was 
a decided improvement in the appearance of all the 
lesions. They were blanched, the borders less infil- 
trated, and the centers took on an onion-shell-like 
atrophy. Study of the blood and urine showed the 
patient tolerated the treatment. The dose was then 
reduced to 2 tablets a day and kept there for six 
weeks. At the end of the period she seemed to be 
clinically cured, but was maintained nonetheless on 
two tablets a day for two months. She felt well, and 
physical and laboratory examinations indicated no 
untoward effects. There were no noteworthy 
changes during the following four months when she 
was observed without treatment. 


CasE 2—A white man 44 years old has had 
chronic lupus erythematosus for 16 years. Patches 
were present on the cheeks and middorsum of the 
nose as well as one on the right buccal mucosa. He 
has had treatment with bismuth, gold, and quin- 
acrine. There was some improvement, but a large 
residue remained. He received 3 tablets of Plaquenil 
daily (600 mg.) for one week and then 2 tablets for 
three weeks. This was continued for two months 
with 2 tablets daily. His lesions showed considerable 
involution, but some activity remained after three 
months of therapy. Physical, blood, and urine ex- 
amination showed no ill effects. 


Case 3.—A white woman 26 years old had dis- 
coid patches of lupus erythematosus on both cheeks 
for three years. She had had improvement from 





both quinacrine and chloroquine (Aralen), but, 
while the lesions were not progressing, they were 
at a standstill. She was given 3 tablets of Plaquenil 
daily, and at the end of five days reported she was 
nauseated and had vomited once. Treatment was 
suspended for two weeks and then recommenced 
with 1 tablet daily. After one week with complete 
tolerance of this dosage it was increased to 2 tablets 
a day, and there were no further complaints. The 
dose was continued there for three months. At this 
time there was more than 50% improvement. At no 
time did examination of her blcod or urine show 





Fig. 1 (Case 4).—Original condition. 


abnormal changes, even at the time of her gastro- 
intestinal upset. 

Case 4.—A white woman 33 years old had a patch 
of lupus erythematosus on the forehead and one 
near the tip of the nose. These had been present 
almost three years. She had treatment with quin- 
acrine and chloroquine, with partial improvement. 
With Plaquenil, 3 tablets daily for one week, 2 
tablets a day for seven weeks, and 1 tablet daily for 
the following month, there was complete involution 
of the lesions. There were no signs of reactivation 
during the following two months, with no therapy. 
She feels well. 
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Case 5.—A Negro young man 20 years old has 
had discoid lupus patches on the scalp and right 
cheek for four years. He had treatment with bis- 
muth and quinacrine with little change in his 
lesions, though they had ceased to enlarge. With 
Plaquenil, 3 tablets daily one week, 2 tablets a day 
for seven weeks, and then 1 tablet a day, there was 
considerable improvement after four months. He 
continued with one tablet a day for the next two 
months without much change. It was estimated the 
lesions had involuted 50% when he discontinued 
treatment. There were no complaints of ill effects. 





Fig. 2—Same patient as in Figure 1, showing 
lesions cleared. 


Case 6.—A white boy of 16 years had patches of 
lupus erythematosus on the right’ cheek, upper lip, 
left ear, and arm. They responded little to bismuth, 
gold, and quinacrine. After three months of therapy 
with Plaquenil there was at least about 40% involu- 
tion of all the lesions. Those on the cheek and ear 
did better and were almost clear. 


Case 7—A Negro woman 36 years old had 
patches of lupus erythematosus on the cheeks, lips, 
right upper eyelid, and scalp, present several years. 
She had had indifferent results from use of gold, 
quinacrine, and chloroquine. Chloroquine helped her 
more than the rest. Three tablets of Plaquenil daily 
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for a month and two a day the following six weeks 
produced further improvement. At this time the 
lesions had cleared about 75%. 


COMMENT 


In a later communication it will be shown 
all three synthetic antimalarial drugs, quina- 
crine, chloroquine, and Plaquenil, have the 
property of absorbing light and that this 
capacity is exercised particularly in the ultra- 
violet band of the spectrum. In this regard 
Plaquenil was found quite active. 


The experience from the use of Plaquenil 
in this small series of patients seems to con- 
firm previous pharmacological evidence that 
this new antimalarial drug is safe and pa- 
tients tolerate it well. Past studies show it 
to be the least toxic of its class and much 
less so than quinacrine. The one patient, 
Number 3, who had gastrointestinal disturb- 
ances while on a dosage of 3 tablets a day 
of Plaquenil, was the only one reporting 
untoward.effects. Of course one cannot be 
certain these were from the drug. She was 
able to continue after a rest of two weeks on 
a reduced dose. At no time did her blood or 
urine show evidence of injury to the hemo- 
poietic system or kidneys. Plaquenil is a 
coloreless material, and, like chloroquine and 
unlike quinacrine does not discolor the skin 
or mucous membranes. _ 


More experience may change the present 
feeling that most or all of the improvement 
occurs within the first two or three months 
of treatment. It is heartening to know that 
Plaquenil can produce further improvement, 
sometimes substantial, after the effects of sis- 
ter antimalarial drugs have come to a stand- 
still. One naturally speculates as to whether 
these latter, quinacrine and chloroquine, 
would likewise cause continued improvement 
following the use of Plaquenil. There has 
been no opportunity to put this thought to 
trial. 


If one is permitted to estimate the value 
of Plaquenil with so short an observation it 
would seem this new drug is somewhat more 
efficient in the treatment of chronic lupus 
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erythematosus than quinacrine and perhaps 
chloroquine. It appears, too, that little unto- 
ward effect may be anticipated from its use. 


SUMMARY 


Seven patients with chronic resistant 
lupus erythematosus showed considerable to 
complete involution of their lesions within 
two to four months of therapy with Plaque- 
nil. It appears to be at least as efficient as 
quinacrine or chloroquine. Preliminary ex- 


perience confirms pharmacologic evidence 
that Plaquenil is the least toxic of these three 
synthetic antimalarials. It does not stain. 
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ANNOUNCEMENT 


Announcement of Preliminary Information on the Eleventh International Congress 
of Dermatology.—At the meeting of the Committee of the International Dermatological 
Congress which took place in Ziirich, Switzerland, Jan. 28 and 29, 1956, the following principal 
topics and symposia were selected for the Eleventh International Dermatological Congress in 


Stockholm, July 31-Aug. 6, 1957. 


PRINCIPAL Topics 

I. Biology of the Skin’s Surface 

II. Systemic Reticuloses 

III. Vascular Allergy 

IV. Occupational Dermatoses 

V. New Advances in Dermatologic Roentgen 


Therapy 
VI. Cosmetic Dermatology 
SYMPOSIA 
I. Atopic Dermatitis (Besnier’s Prurigo- 
Neurodermitis) 
II. _—_—_ Antibiotics in’ Dermatology 
III. Detergents and Protective Creams 
IV. Bullous Dermatoses 


V. Histochemistry and Skin Diseases 
(Carbohydrates of the Skin) 


VI. Electron Microscopy 
~ VII. Photosensitivity 
VIII. New Methods for the Discovery of 


Allergy to Therapeutic Agents 


IX. Radioactive Isotopes in Dermatology 

X. Ichthyosiform Genodermatoses 

XI. Lupus-Erythematosus-Cell Phenome- 
non 

XII. Specific Serology of Syphilis (TPI, 
TPA Reactions, etc.) 

XIII. Epidemiology of the Treponematoses 

XIV. Late Results of Syphilis Therapy 

XV. Nongonorrheal Urethritis 

XVI. Experimental and Clinical Endocrin- 


ologic Investigations in Dermatology 
XVII. Classification of the Dermatomycoses 
COMMITTEES 
I. Committee on Nomenclature and Classi- 
fication 
II. Committee on Guide Lines and Planning 
of Instruction and Training in Dermatol- 
ogy. 


In addition it was decided that papers and lectures would be permitted only on subjects which 
have connection with the above-listed principal topics and symposia. 


Within the next month a preliminary program of the Congress will be sent to dermatologists. 


Officers 


Honorary President: 


Prof. Guido Miescher, Ziirich 
President: Prof Sven Hellerstrém, M.D. 
Secretary General: C. H. Flodén, M.D. 


Academic Secretaries: Ake Nilzén, M.D.; Nils Thyresson, M.D. 
Office of the Secretariat: Hudkliniken, Karolinska Sjukhuset, Stockholm 60, Sweden. 


American Representative: James R. Webster, M.D., 55 E. Washington St., Chicago. 
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A Preliminary Report 
HENRY M. LEWIS, M.D. 
and 
GERALD M. FRUMESS, M.D., Denver 


AUNT 


Despite adequately documented evidence. 


of the effectiveness of the antimalarials 
quinacrine and chloroquine in the treatment 
of discoid lupus erythematosus,* a signifi- 
cant number of patients receiving these drugs 
derive little or no benefit from them, either 
because of side-effects of sufficient severity 
to compel discontinuance of medication, or 
simply because of lack of therapeutic effect. 
The desirability of a drug with greater thera- 
peutic response, better tolerance, and less 
toxicity was evident, so when preliminary 
laboratory studies with Plaquenil + revealed 





Submitted for publication Sept. 13, 1955. 

The medication employed in this study was 
supplied through the cooperation of H. C. Epley, 
Department of Medical Research. Winthrop- 
Stearns, Inc., New York. 

* References 1 to 12. 

+ Laboratory data, WIN 1258 (Plaquenil), De- 
partment of Medical Research, Winthrop-Stearns, 
Inc., 1450 Broadway, New York 18. 
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such advantageous properties in malaria, 
clinical evaluation of this drug in the treat- 
ment of discoid lupus erythematosus seemed 
logical. 


DESCRIPTION OF THE DRUG 

Plaquenil or WIN 1258 (7-chloro- 
4[4-(N -ethyl- N -8-hydroxyethylamino) -1- 
methylbutylamino]quinoline) is a 4-amino- 
quinoline similar to chloroquine but differs 
from the latter in that a hydroxyethyl group 
is substituted for one of the ethyl groups 
on the tertiary amino nitrogen (Fig. 1). 
It was first synthesized and described by 
Surrey and Hammer ** in 1950. 

As a result of oral administration to 
Plasmodium-lophurae-infected ducks, Pla- 
quenil appears to be 5.5 times as effective 
as quinacrine and about equal to chloroquine 


in suppressing parasitemia. It is about one-: 


half to one-fifth as toxic in mice as chloro- 
quine by the intravenous and intraperitoneal 
routes and is only one-fifth as toxic when 
administered orally. Thus it would appear 
that Plaquenil has an oral therapeutic ratio 
about five times that of chloroquine. Studies 
of blood levels following oral administration 
to dogs showed that this drug is absorbed 


PLAQUENIL 
N 
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Fig. 1—Chemical similarity of Chloroquine and Plaquenil. 
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more rapidly and gives blood levels several 
times higher than chloroquine. Significant 
concentrations are present in the plasma 
within one hour and persist for at least six 
hours (Winthrop-Stearns data). 

MATERIAL 


Twenty-two patients with discoid lupus 
erythematosus were treated with Plaquenil 
between mid-April and mid-August, 1955. 
They comprised only a small percentage of 
the total patients with lupus erythematosus 
under our care and were selected on the 
basis of inadequate response to previous 
therapy or inability to tolerate previous ther- 
apy. In order to enhance the severity of 
clinical testing, no patient whose disorder 
was under adequate control with currently 
available drugs was included in this study. 
In. addition, 6 of the 22 were new patients 
who had received no therapy in our office 
or elsewhere. Other requirements were re- 
liability in carrying out instructions, capacity 
to observe and record side-effects, and avail- 
ability for clinical observation. 

Seventeen men and five women, none of 
whom had any systemic manifestations of 
lupus erythematosus, were included in this 
study. Topical medication consisted only of 
sun-screening preparations. In six patients 
who had attained a therapeutic plateau with 
gold and sodium thiosulfate intravenously, 
it was felt that the additional therapeutic 
effect of Plaquenil could be adequately evalu- 
ated, and gold therapy was maintained. No 
other concomitant medication was used. The 
patients were divided into three groups with 
respect to previous treatment. 

Group A included 11 patients who had 
shown unsatisfactory response to previous 
therapy. Duration of the disease varied from 
1 to 14 years, averaging 6.3 years. By and 
large, the medicaments these patients had 
received were well tolerated but had proved 
either completely or partially ineffectual. 

In Group B were five patients who had 
been unable to tolerate other medication 
because of severe side-effects. Disease dura- 
tion averaged 3.1 years in this group, and 
varied from 4 months to 8 years. 





PLAQUENIL IN LUPUS ERYTHEMATOSUS 


Group C included six patients who had 
received no previous treatment for discoid 
lupus erythematosus. Duration of the dis- 
ease in this group varied from 3 months 
to 4 years, averaging 1.8 years. 


DOSAGE 


Plaquenil was supplied as 200 mg. tablets. 
On the basis of laboratory studies prior 
to clinical evaluation, and following largely 
the suggestion of Mullins,t initial dosage 
was 2 tablets (400 mg.) aftersmeals-and at 
bedtime. If this was tolerated and there was 
visible evidence of improvement,-rapid .step- 
wise reduction with a daily four-dose sched- 
ule was attempted by omitting one tablet 
(200 mg.) every third to fifth day. If signs 
of severe intolerance developed, the medica- 
tion was abruptly discontinued until all 
side-effects subsided and was then resumed 
by starting with one tablet (200 mg.) daily 
and increasing one tablet. every second or 
third day, depending upon side-effects and 
therapeutic response. 


RESULTS 


The residual scars of inactive discoid 
lupus erythematosus cannot be effectively 
altered by available oral therapy, so scarring 
was not considered an evaluative criterion. 
Rapidity of therapeutic response and objec- 
tive, visible diminution of activity determined 
grading of results from 3+ to 0 (Table). 

Of the 22 patients studied, 17 (77%) 
were more than 50% improved during the 
course of this study and 9 (53%) were free 
of all visible activity of the disease within 
an eight-week period after initiation of 
Plaquenil therapy. Every patient who could 
tolerate this medication showed some evi- 
dence of improvement. 


SIDE-EFFECTS 
Fifteen patients (68%) had side-effects 
from Plaquenil, which varied in intensity 
from those severe enough to compel dis- 
continuance of the drug to mild, ephemeral 





¢ Mullins, J. F.: \Personal communication to 
the authors. ~«. - at * 


577 


A. M. A. ARCHIVES OF DERMATOLOGY 


Side-Effects and Therapeutic Results of Plaquenil Therapy 








Av. 
Previous No. of Duration, — 


Side-Effects * 
Pia iuntibes 


Improvement t 
A. 





Treatment Group Patients Yr. 
With inadequate A ll 6.3 1 1 
response 
With intoler- B 5 3.1 1 2 
able side- 
effects 
None Cc 1.8 2 
3.7 5 


++4++ +++ ++ + 


bth Ft + 
1 3 2 6 2 


0 1 2 1 1 


2 5 1 0 
6 9 8 3 





* Side-Effects 
++++ — Necessitated stopping medication. 


+++ — Multiple—Required stopping medication temporarily and resumption at lower dosage level. 
— Moderate—Tolerable on prescribed dosage schedule. 


+ — Mild—Oceasional or insignificant. 
0 — None. 


+ Improvement 
+++ — Free of all visible activity in 8 weeks or less. 


++ — 50% improved to clear within 12 weeks. 
— Less than 50% improved in 8 weeks. 

0 — Side-effects necessitated stopping medication. 
reactions of questionable relationship to its 
ingestion. No drug eruptions were noted, 
nor were there changes in either the hemo- 


gram or the urine. 

Reactions were graded from 4+ down- 
ward to 0 on the basis of severity. In every 
instance, such reactions subsided when medi- 
cation was discontinued. After a brief rest 
interval, resumption of medication at a 
lower dosage level usually did not produce 
recurrence of side-effects. 

Seven patients had diarrhea, which in- 
variably occurred within the first week of 
medication, occasionally subsiding ‘with con- 
tinued dosage. Six patients noted intestinal 
cramping pains, and five became nauseated 


shortly after each dose of the drug. Two 
patients complained of dizziness. An inter- 
esting pigment loss or blonding of the hair 
was observed in two patients. Seven patients 
suffered no side-effects whatever and several 
had more than one reaction. 


REPORT OF ILLUSTRATIVE CASES 


Case I'—A white housewife, aged 50, was seen, 
June 21, 1955, with lesions of lupus erythematosus 
involving the entire face and the sternal and mid- 
scapular areas, with scattered plaques on both 
forearms (Fig. 2A). There was a history-of severe 
sunburn three years previously, followed by develop- 
ment of a rash, with spontaneous improvement over 
a two-month period. In midsummer, 1954, lesions 
recurred on the midscapular and sternal areas 
after another sunburn. These persisted, and new 
lesions continued to appear for the following 10 


Fig. 2 (Case 1)—Duration one year. A, appearance at onset of Plaquenil therapy, June 25, 
1955. B, after 19 days of Plaquenil, July 14, 1955. 


A 
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months. She had received no previous treatment 
for lupus erythematosus. 

Laboratory examinations showed no abnormalities 
in the total plasma protein, albumin-globulin ratio, 
VDRL test, hemogram, and urinalysis. L. E. prepa- 
rations were negative. The erythrocyte sedimenta- 
tion rate was 23 mm. in one hour, corrected. General 
physical examination revealed an afebrile, com- 
fortable patient with no significant abnormalities 
other than the skin lesions. 

Administration of Plaquenil, 400 mg. four times 
daily, was begun June 25, 1955. A mild diarrhea, 
consisting of four semiformed stools, developed 
on the second day of treatment but subsided after 
two more days without change in dosage schedule. 
On reexamination, June 30, 1955, distinct improve- 
ment of the lesions was already noticeable. Dosage 
was maintained at 1600 mg. daily until July 14, 1955, 
when it was reduced in a stepwise fashion to 800 


A 


position. She discontinued treatment for three days, 
and all symptoms subsided. Plaquenil ingestion was 
resumed with 200 mg. for two days, twice daily 
for another two days, thrice daily for two days, 
and finally four times daily. No side-effects were 
noted. 

Case 3.—A 37-year-old housewife had lesions 
of discoid lupus erythematosus on both cheeks of 
six months’ duration, when Plaquenil therapy, 
1600 mg. daily, was instituted June 20, 1955. Com- 
plete blood count, urinalysis, VDRL test, and 
erythrocyte sedimentation were normal. She devel- 
oped diarrhea and malaise after two days. Dosage 
was reduced to 1000 mg. daily for three days, 
then to 800 mg. daily. On reexamination, July 7, 
1955, a pronounced improvement was evident. Six 
weeks after initiation of therapy there were no 
visible residual lesions. 


Fig. 3 (Case 4)—Duration six months. A, appearance at onset of Plaquenil therapy, June 22, 
1955. B, June 29, 1955, one week later. Dosage 1600 mg. daily. 


mg. daily. Improvement continued (Fig. 2B), and 
further dosage reduction is being undertaken. 

Case 2.—A 29-year-old housewife had persistent 
discoid lupus erythematosus of the right nasolabial 
fold for 11 years. A new crop of lesions appeared 
on the right chin area about three weeks before 
initial examination, June 1, 1955. Complete blood 
count, urinalysis, and erythrocyte sedimentation 
rate were within normal limits. 

Plaquenil, 400 mg. four times daily, produced 
a pronounced improvement in one week. Other 
than a slight occipital headache about 10 minutes 
after each dose, there were no side-effects. Dosage 
was reduced to 1200 mg. daily for another two 
weeks, when reexamination revealed a barely per- 
ceptible erythema at the involved sites. 

Three days later she developed nausea, vertigo, 
and tinnitus, apparently worse when in a reclining 


Case 4.—A 48-year-old male truck driver had 
discoid lupus erythematosus for six months. Other 
than ineffective ointments, there had been no previ- 
ous medication. Laboratory survey revealed no 
abnormalities, and Plaquenil therapy was instituted 
June 22, 1955 (Fig. 34). Two days later a mild 
diarrhea developed; it was readily controlled by 
a kaolin-pectin preparation. On reexamination, 
June 29, 1955, marked improvement was noted 
(Fig. 3B). Dosage was reduced to 1200 mg. daily 
for one week, then to 800 mg. daily without side- 
effects. After four weeks of treatment there was 
no evidence of visible activity. 

Case 5.—A 52-year-old male mechanic had wide- 
spread disfiguring discoid lupus erythematosus of 
the face and postauricular and chest areas for 16 
years. He had been under our observation since 
November, 1951. 
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After he failed to improve initially on gold and 
sodium thiosulfate therapy, an oral bismuth prep- 
aration had seemed to be helpful temporarily. 
Vitamin E and calcium pantothenate produced no 
improvement, nor did adequate dosage of testos- 
terone, isoniazid, and combined topical iodine and 
peroral quinine treatment. Local destructive meas- 
ures produced some cosmetic improvement. 

In January of 1953, quinacrine therapy brought 
his lesions under good control, but vertigo and an 
intense yellowing of the skin develuped. Neverthe- 
less, dosage adjustment maintained reasonable con- 
trol of the disorder until January, 1954, when 
vertigo following quinacrine administration com- 
pelled discontinuance of this drug. For the next 
18 months the patient received chloroquine elsewhere 
without apparent improvement. 

Plaquenil, 1600 mg. daily, was instituted June 
22, 1955. Within 24 hours the patient developed 
severe diarrhea and intestinal cramping. Dosage 
reduction to 800 mg. daily did not relieve side- 
effects, and medication was stopped completely for 
three days, then resumed with 200 mg. at bedtime 
only, with increasing increments of 200 mg. daily 
until the dose was 800 mg. per day. No side-effects 
were noted. Improvement was rapid. 


COMMENT 


In a clinical study of this nature, per- 
formed in private practice with only 22 pa- 
tients and a four-month observation period, 
adequate statistical evaluation is not feasible. 
We have an awesome awareness of the 
shortcomings of such a study. Nevertheless, 
the apparent rapidity of therapeutic response 
to Plaquenil, its tolerance despite previous 
intolerance to other medication, and its 
ability to improve otherwise treatment-fast 
lesions suggest the need for further clinical 
evaluations on a broader scope. 

Our experience at the time of this writing 
indicates that a lower incidence of side-effects 
could be attained with a lower initial dosage. 
In this study, one of our goals was to answer 
the question, “Is Plaquenil effective treat- 
ment for discoid lupus erythematosus?” 
With the reassurance of laboratory toxicity 
studies,§ we felt safe in starting at high- 
dosage levels to answer this question rapidly 
and, we feel, affirmatively. In the future, a 


§ Laboratory data, WIN 1258 (Plaquenil), De- 
partment of Medical Research, Winthrop-Stearns, 
Inc., 1450 Broadway, New York 18. 
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more conservative initial dosage seems ad- 
visable. 

Subsequent expcrience with Plaquenil may 
modify considerably the data herewith pre- 
sented. This study is to be considered pre- 
liminary in nature. 


SUMMARY AND CONCLUSIONS 


Plaquenil (WIN 1258) is a satisfactory 
drug for the treatment of discoid lupus 
erythematosus. It is apparently of benefit 
to patients who demonstrate inadequate 
therapeutic response to currently available 
medications and to patients who discontinue 
those medications because of intolerable side- 
effects. In previously untreated patients it 
appears to produce more rapid clearing of 
visible lesions. Many patients on a_high- 
dosage schedule of Plaquenil suffer diarrhea, 
intestinal cramps, and nausea. The prelimi- 
nary nature of this report is stressed. 


2200 E. 18th Ave. (6). 
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Histiocytemia with Cutaneous Manifestations 


PHILIP D. CHRISTENSEN, M.D., Minneapolis 


AUVHHUIUTOUAUU UHL UTA 


This is the report of a patient who has a 
large number of histiocytes in the peripheral 
blood without evidence of malignancy, associ- 
ated with a peculiar eruption characterized 
microscopically by dilated capillaries in the 
upper corium filled with histiocytes. 


REPORT OF A CASE 


A 59-year-old white man was in good health 
until 1948, when he was hospitalized because of 
nausea, vomiting, diarrhea, and weight loss. The 
patient responded rapidly to nonspecific therapy, and 
a diagnosis of psychoneurosis was made. 

He remained asymptomatic until February, 1953, 
when he developed the symptoms of an upper res- 
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Fig. 1—Photograph of patient illustrating the 
extent and distribution of the papular lesions. 


piratory infection. The presence of an eruption on 
the nape was noted at this time. The mild respira- 
tory symptoms disappeared, but the following 
symptoms persisted: anorexia, diarrhea, eruption, 
weight loss, and fever. The fever occurred only in 
tke afternoon and ranged up to 101 to 103 F. Aggra- 
vation of his symptoms resulted in hospitalization 
in November, 1953, and again in January, 1954. A 
diagnosis was not made. In February, 1954, the 
eruption, which had increased in extent with exac- 
erbation of the symptoms, now involved the back. 
The symptoms abated and the patient returned to 
work in April, 1954. 

Recurrence of the symptoms of fatigue; weight 
loss, diarrhea, and fever resulted in admission to 
the medical service of this hospital in November, 
1954, and in’ February, 1955, for a total of 118 days. 

Physical examination revealed a chronically-ill- 
appearing man with pallor and obvious weight loss. 
There was an eruption present on the sides and 
back of the neck, the anterior and posterior axillary 


folds, the scapular regions, over the ischial tuberos- 


ities, and the medial aspect of the knees. The erup- 
tion was more pronounced in the first three areas 
mentioned. The small lesions were irregular red 
macules, and they preceded the development of 
larger, papular lesions. The larger lesions were 
violaceous, smooth papules which tended to be con- 


Fig. 2—Hematoxylin and eosin; reduced about 


-1/5 from mag. x 40. Section taken from papular 


lesion demonstrating a number of involved capil- 
laries. 
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Fig. 3—Hematoxylin and eosin; reduced about 
1/5 from mag. x 400. A capillary lesion. 


fluent in circular plaques. The lesions were not in- 
durated, and they blanched with pressure. Small 
lymph nodes were palpable in the left axilla. A firm 
spleen was palpable on deep inspiration. The liver 
was palpable 6 cm. below the costal margin in the 
midclavicular line but was not tender or firm. 
Positive laboratory and x-ray findings included the 
presence of numerous typical histiocytes in the 
peripheral blood and bone marrow ; a normochromic, 
normocytic anemia with a hemoglobin concentration 
of 9 to 10 gm. per 100 cc.; a gastric achlorhydria 
with histamine; an elevated sedimentation rate, up 
to 118 mm. in one hour (Westergren); hyper- 
globulinemia established by paper electrophoresis ; 
slightly elevated reticulocyte counts; a 1+ albumi- 
nuria and a minimal microscopic hematuria; and 
an x-ray report of free fluid in the right maxillary 
sinus on one occasion. The following studies gave 
negative results: numerous blood and bone marrow 


‘Fig. 4—Wright; reduced about 1/5 from mag. 
x 400. Fringe of peripheral blood smear showing 
numerous histiocytes. 


cultures for bacteria and fungi ; sputum for tuber- 
culosis on smear and culture; Brucella, heterophile, 
and cold agglutinins ; white. blood cell count; skin 
tests for systemic mycoses; x-ray studies of the 
chest, skeleton, and gastrointestinal tract; electro- 
cardiogram ; liver function tests; radioactive iodine 
uptake; lupus erythematosus clot test; serological 
tests for syphilis; fasting blood sugar; alkaline 
phosphatase; serum amylase; uric acid; sodium; 
potassium; calcium; phosphorus; cholesterol; and 
examination of the feces for blood, ova, parasites, 
urobilinogen, and nitrogen and fat content. 
Biopsy specimens were obtained from the liver. 
a left axillary lymph node, and from the cutaneous 
eruption. No pathologic changes were found in the 
liver and lymph nodes. Biopsies were performed in 
all areas of the eruption. Similar microscopic chan- 
ges were found in all specimens. Biopsy specimens 
taken from areas without eruption contained no 


x 400. A photograph of a 
histiocyte from the peripheral blood demonstrating 
the normal cytology of the cell and the ingestion 
of an erythrocyte. 


Fig. 5.—Wright; 


pathology. The pathology consisted of dilated capil- 
laries in the upper corium filled with histiocytes. 
No other marked changes were found in the skin. 

The patient was treated with 21,400,000 units of 
penicillin, 35 gm. of streptomycin, and 28.5 gm. of 
chloramphenicol (Chloromycetin) empirically. His 
symptoms cleared to a large extent, and he was free 
of fever for the last month of his hospital stay, 
but the skin eruption remained unchanged. 


COM MENT 


Histiocytes are a normal blood constituent, 
but are rarely seen because of the small 
number present in the blood.’ A histiocyte 
may uncommonly be seen in the fringe of 
the blood smear. The number of histiocytes 


583 





A. M. A. ARCHIVES OF DERMATOLOGY 


in the peripheral blood may be found to be 
increased in certain diseases, namely, sub- 
acute bacterial endocarditis, sepsis, dissem- 
inated lupus erythematosus, hemolytic ane- 
mias,agranulocytosis, Hodgkin’s diseases, and 
malignant lymphomata.* Of these diseases, 
only one, subacute bacterial endocarditis, has 
been associated with a relatively large number 
of histiocytes in the peripheral blood.? This 
patient exhibited no evidence of this disease. 

A diagnosis of the underlying etiology of 
the patient’s disease was not made. Evidence 
of a malignant process was diligently sought 
for and not found. 


SUMMARY 


A case with large numbers of typical benign 
histiocytes present in the peripheral blood 
associated with systemic symptoms is re- 
ported. The etiology is unknown. A cutaneous 
eruption is apparently secondary to the 
histiocytemia, tending to spread during febrile 
episodes and characterized by the presence 
of large numbers of histiocytes in the dilated 
capillaries of the upper corium. The grouping 


*Sundberg, D., Hematologist, University of 
Minnesota: Personal communication to the author. 


of the histiocytes suggests thrombus forma- 
tion. The large number of histiocytes in the 
blood is rare. The presence of what appear 
to be histiocytic thrombi in the dilated capil- 
laries of the upper corium has not been 
previously reported. 


* ADDENDUM 


The patient was discharged from the 
hospital after this paper was written. In the 
interim he has been asymptomatic and has 
gained 10 lb. Histologic sections of the skin 
lesions were shown at the Clinical Patho- 
logical Conference held during the 14th 
Annual Meeting of the American Academy 
of Dermatology and Syphilology. A diag- 
nosis of angiokeratoma corporis diffusum 
was suggested by several members of the 
panel. 
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Case Reports 


CONGENITAL ARTERIOVENOUS FISTULA WITH CAVERNOUS HEMANGIOMA 


THOMAS B. MAXWELL, M.D., Bakersfield, Calif. 
and 
JOHN H. LAMB, M.D., Oklahoma City 


AMUN TT 


HILE cavernous hemangiomas are a 

relatively common entity in dermato- 
logic practice, their association with congeni- 
tal arteriovenous fistula is rare; therefore, 
the following case is reported as one of 
considerable interest : : 


A 16-year-old white boy was first seen on Nov. 
26, 1951, complaining of a painful ulcerated condi- 
tion on the right buttock. His mother stated that 
there had been a birthmark covering most of the 
buttock since his birth. It had never been treated 
and had not troubled him in any way previously; 
neither had it disappeared spontaneously. 

On examination there was a large hemangioma 
covering the medial two-thirds of the right but- 
tock with several areas of shallow ulceration and 
crusting centrally. At this time it was felt that 
the patient had an old, infected, superficial and 
deep type of vascular nevus. 

He was given treatment consisting of 100 r x-ray 
therapy with 6 ma, 2 mm. Al filtration, half- 
value layer 3 mm. Al, at 60 kv., 10 in. distance; 
intramuscular penicillin, and, for local application, 
sulfanilamide powder in glycerin. 

There was complete healing of the surface and 
the patient was not seen again until January, 1954, 
when there was a recurrence of the surface ulcera- 
tion. In spite of varied antibiotic therapy locally 
‘and internally, there was persistent infection and 
pain up to his third visit in June, 1954. On this 
visit for the first time it was noted that there was 
pulsation of the entire buttock, and on auscultation 
a loud, machinery-like bruit was heard over most 
of the surface of the lesion. 

In view of the continuing disability and discom- 
fort from the lesion he was referred to Dr. J. P. 


Wolff, a vascular surgeon, for consideration of , 
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definitive surgical treatment. Dr. Wolff sent the 
following report: 

“Preoperative diagnosis: (1) Hemangioma with 
(2) associated arteriovenous fistula, both con- 
genital, and (3) acute ulceration of the overlying 
skin. 

“He underwent surgery on Dec. 2, 1954. There 
were large, communicating arteries and veins at 
the base of the angioma, which apparently ex- 
tended deep into the upper portion of the sciatic 
notch at a point where the superior gluteal artery 
emerges. No attempt was made to pursue the ar- 
tery, but the vein and many collateral smaller veins 
were transected and ligated. About one-half of 
the angioma was resected. The procedure required 
five and one-half hours’ time, and five pints of 
blood were required to replace the amount of blood 
loss during surgery. 

“Microscopic Diagnosis: Cavernous hemangioma. 

“Postoperative Course: There was considerable 
sloughing of the skin which has slowly healed. Pa- 
tient was not completely healed at the time of this 
report.” 


COMMENT 


Treatment of these lesions is always diffi- 
cult because of the fact that the arteriovenous 
communications are numerous. Ligation of 
the artery proximal to the site of the multiple 
communications may result in gangrenous 
sloughing ; in cases in which the fistulas are 
located on an extremity this will sometimes 
require amputation.’ Surgical treatment is 
therefore not always indicated in congenital 
arteriovenous fistulas. In this case the con- 
tinued pain and disability were believed to 
be sufficient indication for surgery. 

In addition to cavernous hemangiomas, 
arteriovenous fistula may be associated with 
port-wine birthmarks, increased growth and 
size of an extremity and, rarely, with a hemi- 
hypertrophy of one-half of the body.” Usually 
there is increased temperature and sweating 
of the skin of the affected parts, and there 
may be increased growth of hair. Thrills and 
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bruits are not always present since the com- 
municating vessels may be small. 


SUMMARY AND CONCLUSIONS 


A rare case of congenital arteriovenous 
fistula with associated cavernous hemangioma 
is presented. The difficulties inherent in 
surgical treatment are noted. 

Radiation therapy in small suberythema 
doses with gamma rays of radium at an 
early age would have probably prevented 


this disability and atrophied even the deep 
vessels. 
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Correspondence 


A STUDY OF LATE RADIATION NECROSIS FOLLOWING THERAPY OF SKIN CANCER 


January 2, 1956 


To the Editor: Dr. Traenkle’s “Study of Late Radiation Necrosis Following Therapy of 
Skin Cancer,” published in the Arcuives for November, 1955, is a careful and thorough analysis 
of a significant material. The value of so bady needed a study should not remain impaired by a 
basic inaccuracy. 

The statement, “It is well known that tissue tolerance for roentgen rays is lowered with 
increase in the area irradiated,” is incorrect. Under ordinary clinical conditions, the tolerance of 
tissue for radiation (Kulwin, M. H., and Buley, H. M.: Radiobiologic Mechanisms in the Skin, 
A.M, A, Arch. Dermat. & Syph. 70:417-425, 1954) in an individual should not vary significantly. 
On the other hand, the tissue dose of x-rays increases (Glasser, O.; Quimby, E. H.; Taylor, 
L. S., and Weatherwax, J. L.: Physical Foundations of Radiology, Ed. 2, New York, Paul B. 
Hoeber, Inc., 1952) as the area irradiated increases, because of increased batk-scatter. For a 
given air dose, the tissue dose in a large field is higher (Table) than that in a small field. Dr. 
Traenkle’s finding of an essentially geometric progression in the incidence of late necrosis with 
increase in field size (3 cases in 1 cm. fields, 11 cases in fields of 2 cm. or less, 38 cases in fields 
of 3 cm. or less) thus becomes more predictable than surprising. It illustrates the danger inherent 
in adhering to a fixed schedule of air doses instead of varying the air dose inversely with field 
size to yield a fixed tissue dose. 


Roentgens at Depth Per 100 R in Air 








Area—Sq. Cm. 5 75 
(Diam.—Cm.) (2.5) (10) 
Depth—Mm. 





H.V.L. 1 Mm. Al 
(About 100 Kv., Inherent Filter Only) 
' 106 114 
5 68 8&5 


0 


H.V.L. 4 Mm. Al 
(About 120 Kv., 3 Mm. Al Added Filter) 
0 1144 182 
5 96 121 





After Braestrup, C. B. 


It is not possible to estimate the increase in tissue dose with increase of field size in Dr. 
Traenkle’s material, for no data relevant to the quality of radiation employed were given. For 
the quality range generally used by dermatologists and radiologists in the treatment of skin 
cancers, the Table offers some pertinent comparisons. 

Thanks are due Dr. Traenkle for a valuable and thought-provoking study. 


Sincerely yours, 


Mark HOo.tianpDer, M.D. 
Medical Arts Building 
Baltimore 1 


To the Editor: Dr. Hollander’s remarks concerning air dose do not apply. All of the dose 
figures we used were tissue doses calculated at the surface to include backscatter. This was 
clearly indicated in Table 1 in my paper. Likewise, the quality of the radiation employed is 
given specifically in the same table. 

The correspondent appears to have misunderstood the paragraph on field size. For reasons 
stated in the text no figures on “incidence” of necrosis according to field size were given. The 
figures which do appear in this paragraph only refer to absolute numbers of cases. Thus, the 
statement in the letter “geometric progression in the incidence” is erroneous. 
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It is astonishing to read Dr. Hollander’s refutation of the fundamental and generally accepted 
concept that tissue tolerance for roentgen rays is lowered with increase in field size. In reply, 
any text on radiation therapy can be used as a reference. Patterson (The Treatment of Malignant 
Disease by Radium and X-Rays, London, Edward Arnold & Co.) particularly explains this 
principle with elementary clarity in several portions of his text. 

More than a decade ago Strandquist (Studien iiber die kumulative Wirkung der R6entgen- 
strahlen bei Fractionierung, Acta radiol. [Supp. 55] 1-318, 1944), in his classic and comprehensive 
monograph, examined the role of field size in determining the degree of tissue reaction. He found 
a definite positive correlation between field size and the duration of the exudative cutaneous 
reaction. This was so clear-cut that he was able to express this relationship by a mathematical 
formula. Also, in his chapter on dose and area, he concluded that when the same surface dose 
(tissue dose at surface) is employed under the same conditions, the tissue reaction is directly 
dependent on the size of the field. 

Recently Allen and Freed (Correlation of Field Size and Cancerocidal Dose in X-Ray Treat- 
ment of Skin Cancer, J. A. M. A. 157:1271, 1955) have made a fresh approach to the importance 
of field size and have attempted to correlate this with the time-dose relationship curves which had 
already been established by Strandquist, and with those of Andrews & Coppedge (The Time-Dose 
Relationship for the Cure of Squamous Cell Cancer, Am J. Roentgenol. 65:934 [June] 1951). 
Their work agrees with that of their predecessors, but they found the latitude of permissible 
dosage on the time-dose curve to vary with the size of the field irradiated. The greatest latitude 
of safe dosage was found for the smaller fields, and the narrowest latitude for the larger fields. 

Of course, long preceding all of this technical evidence, most therapists observed empirically 
that in order to avoid late complications in treating large areas with cancerocidal doses of 
roentgen rays, it was necessary to use a more protracted scheme of treatment and smaller fraction 
doses to make the total accumulated dose. 


Dr. Hollander’s interest and concluding comments are appreciated. 


Very truly yours, 


HeErsBert L. TRAENKLE, M.D. 
468 Delaware Ave. 
Buffalo 2 





Obituaries 


LEOPOLD ARZT, M.D. 
1883-1955 


~~ ER a distinguished dermatological career Professor Leopold Arzt died 
suddenly in Vienna on May 20, 1955 at the age of 72. He knew that golden 
era of Viennese dermatology before the destruction caused by world wars. In 1910 
he started to work in the clinic of Prof. Gustav Riehl, which clinic was formerly 
run by the famous Hebra. In 1926, after the retirement of Riehl, Arzt was made 
full professor. He was not only an excellent clinician and histopathologist, but 
he also possessed a certain personal charm and friendly understanding that brought 
great popularity. This was even more noticeable after he had suffered huge 
personal losses due to war. His large suite of offices up until the very day of his 
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LEOPOLD ARZT, M.D. 
1883-1955 


death was filled daily with great numbers of patients of all degrees of wealth, 
poverty, and suffering. 

Leopold Arzt took an active interest in venereology. His book, “The Skin 
and Venereal Diseases,” in collaboration with Zieler, was published shortly before 
the Second World War in five volumes. In 1938 he was forcibly retired by the 
Nazi Government, but in spite of great difficulties he continued contributions 
in every field of dermatology and was reinstated as professor in 1945. During 
this period he started to publish the “Atlas of Skin and Venereal Diseases” with 
Tappeiner. Every possible academic honor was bestowed upon Professor Arzt. 
Several times he was elected Dean of the Medical Faculty of Vienna. In 1936 
and 1937 he was Rector of the University of Vienna. He was editor of the Wiener 
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Klinische W ochenschrift, and after the war founded the journal known as Klinische 
Medicin. In addition to his work in Vienna, he diligently sought to reconcile 
the dermatologists of other countries with their former war enemies, and because 
so many had been students under him, and through his personal appeal, he succeeded 
in doing so. : 

Professor Arzt was invited by the American Dermatological Association to 
be the guest of honor at the Sixty-Ninth Annual Meeting at the Homestead, Hot 
Springs, Va., in 1949. He was a corresponding member of the ADA. During 
Professor Arzt’s stay in this country he visited dermatological clinics in many 
cities and renewed friendships with his former students and friends. He served 
as Honorary Vice-President of the International Congress of Dermatology in 
London in 1952. 


Leopold Arzt was a man who took his calling seriously. He was friendly. He 
devoted his full strength and his best powers to the care of the sick. He was truly 
a physician. As such his name will long be honored and blessed. 


Grorce C. ANDREWS 
Paut Gross 





Abstracts from Current Literature 


DIssEMINATED PRURIGINOUS ANGIODERMATITIS. AuGusTo CasALa’and SantTraco J. Mosto, 
Arch. argent. dermat. 5:209 (Sept.) 1955. 


Under the name of “disseminated pruriginous angiodermatitis,” the authors report on a series 
of patients presenting a dermatosis which corresponds to the “eczematid-like purpura” described 
by Doucas and Kapetanakis and Loewenthal’s “itching purpura.” The main characteristics are 
the following: More frequent occurrence in males; a sudden onset, and a polymorphous clinical 
appearance: small reddish macules, usually starting at the lower extremities, plaques of pityriasis- 
like scaling, papules, lichenification, residual yellowish pigmentation associated with a pruritus 


of varying intensity. Canizares, New York. 


LympHocytic INFILTRATION OF THE SKIN (GRANULOMA Due TO INsEcT BITE). ROBERTO 
Quero and Francisco Leon Bianco, Bol. Soc. cubana dermat. y sifilog. 12:69 (June) 1955. 


The authors report a case clinically and histologically corresponding to the “lymphocytic 
infiltration of the skin” described by Jessner and Kanoff, localized to the right cheek. The lesion 
appeared following a bite by an insect, described by the patient as a “green fly.” The authors 
stress the resemblance of this condition to the congestive type of lupus erythematosus, and to 
some types of lymphocytoma and facial granuloma. 


CanizaREs, New York. 


Data on TinEa Capitis DuE TO TRICHOPHYTON IN CuBa. Jos~t ALFonso ARMENTEROS, Bol. 
Soc. cubana dermat. y sifilog. 12:88 (June) 1955. 


The author states that although tinea capitis of Microsporon origin is the commonest in 
Cuba, the cases due to Trichophyton have increased in number in the last few years. The 
species found in Cuba corresponds to the group gypseum (T. mentagrophytes) ; to the crateriform 
(T. tonsurans, T. flavum) to the rubrum (T. rubrum or pupureum) and to the faviform (T. 
violaceum). From the clinical standpoint there may be small or large plaques, kerion, and some 
may even resemble alopecia areata. There is no clinical picture that would correspond to any 
species. The polymorphic appearance of tinea due to Trichophyton makes the clinical diagnosis 
difficult. In the treatment the author favors epilation with roentgen rays. 


CanizaREs, New York. 


ACROGERIA (GOTTRON TyPE): CASE REPORT; PLACE oF ACROGERIA IN THE FRAMEWORK OF 
CONGENITAL CuTANEOUS ATROPHIES. A. Bazex, and A. Dupré, Ann. dermat. et syph. 
82:604-625 (Nov.-Dec.) 1955. 


Acrogeria was described by Gottron in 1940 to designate a premature ageing of the skin, 
appearing at birth and localized to the hands and feet. This is the fourth case to be reported. The 
striking feature is the fleshless aspect of the hands and feet, as though all the subcutaneous 
fatty tissue had disappeared. The atrophy is really generalized, but more prominent on the 
extremities. The authors give an excellent differential diagnosis. 


Derses, New Orleans. 
Voct-Koyanact SYNDROME. M. Batter, Ann. dermat. et syph. 82:640-645 (Nov.-Dec.) 1955. 


A rather. rare entity (60 cases published in all) of interest to the dermatologist because of 
cutaneous signs (vitiligo in 62%, poliosis in 82%, alopecia in 53%) associated with uveitis and 
dysacousia. Treatment is purely symptomatic, and has not appeared to affect the course of a 
single patient. More or less complete blindness and deafness may be anticipated. 


Derses, New Orleans. 
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THE FORMALDEHYDE TREATMENT OF PLANTAR Waprts. R. B. Cores, Tr. St. John’s Hosp. 
‘Dermat. Soc., No. 35 (Autumn) 1955, p. 18. 


Immersing the affected area in 3% aqueous solution of formaldehyde twice daily was 
successful in half of 229 cases in less than seven weeks. Before treatment, 13 recovered spon- 
taneously. There was no contact dermatitis from formalin. Petrolatum prevented painful inter- 


digital cracks. Levin, Delavan, Wis. 


OBSERVATIONS ON THE ACTION OF AMMOIDIN ON MELANIN FormaTion. F. A. WHITLOCK. 
Tr. St. John’s Hosp. Dermat. Soc., No. 35 (Autumn) 1955, p. 21. 


The treatment of vitiligo with 8-methoxypsoralen is reviewed. There is no effect of ammoidin 
on the interaction between ultraviolet-light and tyrosine or dopa, on tyrosinase or on its release 
from inhibition by glutathione, or on the yield of tyrosinase from potato juice. Ammoidin may 
enable ultraviolet light to oxidize dopa to melanin more rapidly, although repigmentation is 


unlikely to be permanent. Levrn, Delavan, Wis. 


Two Cases OF PHAGEDENA GEOMETRICA (BRocg) TREATED WITH ADRENCORTICAL Hor- 
MONES. P, J. Hare. Tr. St. John’s Hosp. Dermat. Soc., No. 35 (Autumn) 1955, p. 31. 


Two patients who had’ had chronic ulcerations of the legs developed destructive ulcers else- 
where, for no determinable reason. ACTH Corticotropin produced rapid healing of the ulcers, 


but it had to be stopped because of complications. Levin, Delavan, Wis. 


Tue THREE-DIMENSIONAL D1acNnosis OF SKIN DisEasE. J. H. Twiston Davies, Brit. J. 
Dermat. 68:22-29 (Jan.) 1956. 

This is an interesting and provocative article presenting an unusual method of classification 
of skin diseases based on the type of complaint of the patient, the type of treatment offered, and 
the biological status of the disease. 

The types of complaint are (1) disability; (2) discomfort; (3) disfigurement, and (4) 
threatened loss of life. 

The type of treatment depends on factors which are grouped under the following categories: 

1. The dermatosis requires special dermatologic knowledge or is of scientific interest. 

2. The condition is easily recognized. 

3. The patient cannot be helped for one reason or another. 

4. The disease is due to psychosomatic factors. 

The diseases may be divided into the following groups: (1) trauma; (2) infestations and 
specific infections ; (3) superficial pyoderma; (4) endogenous diseases; (5) malformations, idio- 
pathic and bullous diseases; (6) tumors; (7) dermadromes; (8) diseases of appendages and 
mucous membranes. 

The writer hopes “that this classification of skin diseases will be of interest to those who use 
any system of punched cards for filing their case-sheets, because a very complete description of 
the case including adumbrations of. social background, emotional factors, clinical findings, 
and prognosis can all be brought within the compass of 31 holes, including 3 with which to 
indicate whether we are dealing with a man, woman, or child.” 


IBM, please note. Hurr, Evanston, IIl. 


SrupiEs In SEBACEOUS GLAND AcTIVITy BY MEans oF Osmic Acip FILTER Papers. ALLENE 
Scott, and FrepericK Katz, Brit. J. Dermat. 68:52-54 (Feb.) 1956. 

This relatively simple method of recording sebaceous gland activity indicates excessive 
secretion in acne and seborrheic dermatitis and during menses and periods of emotional upset. 
There is relatively no secretion in patches of atopic dermatitis or psoriasis. The secretion is 
reduced in acne and in seborrheic dermatitis by the application of preparations containing 


sulfhydryl or sulfur. Hurr, Evanston, Ill. 
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RECURRENT IMPETIGO HERPETIFORMIS. EMILE GAuMOND, Brit. J. Dermat. 68:55-58 (Feb.) 
1956. 


The 20th recurrence of this rare condition in.a 39-year-old woman is reported. Previous 
attacks had occurred during several pregnancies and also during a 10-year period following 
hysterectomy. Dermatitis herpetiformis was excluded for the following reasons: (1) septicemia 
with chills and fever (104 F initially, then 100-101 F for three weeks) ; (2) presence of super- 


ficial microabscesses on histologic examination. Hurr. Evanston, Ill 
’ ’ 


Nyon anp LeucoperMa. M. Er Zawaury, Brit. J. Dermat. 68:59-60 (Feb.) 1956. 


Six cases are reported of leucoderma on the left wrist under nylon straps. In four of the cases 


there was no previous inflammation of the area. Hurr, Evanston, Ill. 


MOonILIASIS TREATED WITH PENTAMIDINE. AKSEL STENDERUP; JORGEN BICHEL; and 
FLemMMiInG KIsSMEYER-NIELSEN, Lancet 1:20-21 (Jan. 7) 1956. 


Three cases of moniliasis (two oral and one pulmonary) were successfully treated with the 


stilbene preparation, pentamidine, administered intramuscularly. Hives Reanstes. Tt 
’ ? > 


A Survey or Funcous INFECTION IN THE CAMBRIDGE AREA, 1948-1955. C. Howarp 
Wuaurrt te, Brit. J. Dermat. 68:1-10 (Jan.) 1956. 


The author reports three epidemics of Microsporum audouini and one of Trichophyton 
sulfureum infections from 1948 to 1953. From 1953 to 1955 there was an increase in number 
of animal ringworm infections for the most part due to T. mentagrophytes and T. discoides. 


: Hurr, Evanston, IIl. 
ANIMAL RINGWORM: TRICHOPHYTON DISCOIDES AND MENTAGROPHYTES INFECTIONS IN THE 
CAMBRIDGE AREA. ARTHUR Book, Brit. J. Dermat. 68:11-15 (Jan.) 1956. 


An analysis of 77 cases of ringworm due to Trichophyton discoides and T. mentagrophytes 
showed no significant clinical differences between the two infections. T. discoides infections were 
usually contracted from cattle and were most prevalent during the winter months. 

The source was difficult to trace and there was no seasonal incidence in T. mentagrophytes 


infections. Hurr, Evanston, III. 


Purpura RHEuMATICA: A “Type oF’ ALLERGIC CUTANEOUS ARTERIOLITIS. M. RUITER, 
Brit. J. Dermat. 68:16-21 (Jan.) 1956. 
Clinical and histologic evidence is presented favoring an allergic pathogenesis of this disease. 


Hurr, Evanston, IIl. 


DracGnosis AND. TREATMENT OF PEMPHIGOID; REPORT ON TWENTy-Two Cases. I. B. 
SNEDDON and RonaLp Cuurcu, Brit. M. J. 2:1360-1363 (Dec. 3) 1955. 


The authors believe that in most instances pemphigoid can be distinguished clinically and 
histologically from pemphigus vulgaris, erythema multiforme, and dermatitis herpetiformis. It 
occurs in older patients, many of whom suffer from a chronic illness. Tense, tough, and dome- 
shaped bullae are superimposed on a site of some existing skin injury or nonspecific urticarial 
or eczematous rash after a period of 1 to 12 weeks. Sudden generalization of the bullae soon 
follows. 

Histologically, the bulla is subepidermal and rounded. The lateral walls are concave and solid 


and will not permit fissuring. Hurry; Evenstds. Ii 


MALIGNANT CHANGE IN ERYTHEMA AB IGNE. G. A. GRANT PETERKIN, Brit. M. J. 2:1599-1602 
(Dec. 31) 1955. 


Four cases are described in which the patient developed a squamous-cell carcinoma on an 
area of erythema ab igne and one case in which there were premalignant changes. 


Hurr, Evanston, IIl. 
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Nyton Stocxine Dermatitis. C. D. CaLnan and H. T. H. Witson, Brit. M. J. 1:147-149 
(Jan. 21) 1956. 


Six cases of dermatitis due to an azo dye in nylon stockings are reported. The sites most 
commonly involved were the feet, popliteal spaces, and inner sides of the thighs. All patients were 
tested for cross sensitivity to procaine, sulfanilamide, liquor azorubri, paraphenylenediamine, and 
benzocaine. The only positive reaction was one to paraphenylenediamine. 


Hurr, Evanston, III. 


RosreoLa INFaANtUM: A REvieEw oF Firty Cases. A. LetcHyer, Lancet 2:1163-1165 (Dec. 3) 
1955. 


This is a disease of unknown cause, occurring nearly exclusively in the first three years of 
life. There is an initial high fever lasting usually three days. When the fever subsides and the 
child is getting well, a rash like rubella or very mild measles appears and the illness ends. Com- 


plications scarcely ever arise, and no fatal case has been described. Tore Beads th 


EczEMA VACCINATUM: WITH VACCINIAL LESIONS STRICTLY CONFINED TO THE ECZEMATOUS 
Patcues. Luis F. pE-SALLES-GOMEZ; ORLANDO NATALE Basso1, and Luis D1as 
Patricio, Lancet 2:1275-1277 (Dec. 17) 1955. 


Evidence is presented that in this case the vaccinia virus probaby entered the 2-year-old 
patient through the respiratory tract and provoked skin lesions in the locus minoris resistentiae 


(eczematous popliteal areas) during a viremic phase of infection. Hurr, Evanston, Ill. 


OrpeME Biev. Ipa MACALPINE and Sir JAMES Paterson Ross, Lancet 1:78-81 (Jan. 14) 
1956. ‘ 


This is a psychosomatic disorder described independently by Brodie, Paget, and Charcot, and 
characterized by nonpitting edema, coldness, purplish discoleration, altered sensation, often total 
anesthesia, paresis, and contracture of either hand or foot. Trophic changes and pain may also 


occur. Two cases are presented. ups ieesston, Ti 
’ ’ - 


PROCEEDINGS OF THE INTERNATIONAL VENEREOLOGIC MEETING, CaTAni4, ITALY, APRIL, 1955. 
Minerva dermat. 30:311-394 (Nov.) 1955. 


The meeting was organized by Cottini, director of the Dermatologic Clinic of the University 
of Catania, to celebrate the 50th anniversary of the discovery of the .Spirochaeta pallida 
(Treponema pallidum), and to do honor to one of the living discoverers, Erich Hoffmann, on 
whom the degree of Doctor Honoris Causa of the University of Catania was conferred. 

Main topics were the morphology and fine structure of the Treponema seen with the electron 
microscope, the T. I. T., the various points of view on the actual status of syphilis, the changes 
from the classic conceptions, the consensus of opinion about the uncertainty of the disappearance 
of the disease. Papers were presented by Hoffmann (Hidradenoma Giganteum Ceresiforme), 
Lapiére (Social Problems in Syphilis), Schuermann (Experimental Transmission of Erythema 
Chronicum Migrans from Person to Person in Two Passages), Greifelt (The Treponema 
pallidum Under the Electron Microscope), Monacelli (Antisyphilitic Therapy), Jadassohn 
(Statistics on Autodeviation of Complement—Diminution of Cases of Tabes Dorsalis and General 
Paresis), D’Alessandro (From the Wassermann to the T. I. T.), Comél (Dermophylactic 
Aspects of Syphilis), Gay Prieto (Some New Aspects of Congenital Syphilis), Durel (Serologic 
Reactions with Treponema Antigens), Flarer (Considerations on Recurrence, Reinfection, 
Latency, Cure). 

The articles on Treponema pallidum under the electron microscope are beatifully illustrated, 
and so are the 30 clinical cases presented by Cottini and by Baccaredda of Palermo. 


RoncHEsE, Providence, R. I. 








THE NEW, NEWER, AND NEWEST 











The George Miller MacKee Chair of Dermatology and Syphilology was dedicated’ at New 
York University Post-Graduate Medical School, April 11, 1956. 





The Third Ibera Latin American Congress of Dermatology, under the chairmanship of 
Dr. Fernando Latapi, will be held in Mexico City Oct. 21-27, 1956. A cordial invitation to attend 
is extended to all American dermatologists. 





Dr. Maximilian E. Obermayer, Los Angeles, whose interesting article on Mexican derma- 
tology appears elsewhere in this issue, has just been made an Honorary Member of the 
Sociedad Mexicana de Dermatologia. Dr. Obermayer is also a Corresponding Member of the 
Swedish Dermatologic Society (1950) and of the Austrian Dermatologic Society (1952). 





Dr. Charles R. Rein, New York, in an impressive ceremony held in Habana, was recently 
honored by the Government of Cuba by appointment to Grand Chancellor of the Carlos J. 
Finlay National Order of Merit for “valued services” rendered to the Department of Labora- 
tories of Cuba during the past ten years. 





The Atlantic Dermatologic Conference this year, by unanimous vote of the host societies, 
was held “in honor” of two esteemed senior colleagues—Dr. Paul E. Bechet and Dr. Isadore 
Rosen. 





Dr. L. Edward Gaul, Evansville, Ind., addressed the American Association of Railway 
Surgeons, April 11, on the subject of “Dermatitis Caused by Overtreatment.” 





Dr. John H. Lamb, Oklahoma City, addressed the general assembiy of the Illinois State 
Medical Society, May 17, on the subject of “Sunlight and Its Effect upon the Skin.” The 
section of Dermatology, under the Chairmanship of Dr. James Herbert Mitchell, who spoke 
on “Disorders of the Scalp,” was addressed also by Dr. William K. Ford, Rockford, on “The 
Skin—An Index of Visceral Changes” and Drs. Samuel Bluefarb and Leonard Hoit, Chicago, 
on the “Changing Outlook of Pemphigus.” In addition, there was a panel discussion devoted to 
the “Treatment of Scaling Eruptions’ (Kodachrome presentations) by Drs. Lamb, Mitchell, 
Hans M. Buley, Champaign; John McCuskey, Peoria, and Hilliard M. Shair, Quincy, Ill. 





The Wisconsin State Medical Society was addressed on May 1 by Dr. Robert R. Kierland, 
Rochester, Minn., on the subject of “Steroid Therapy in Dermatology”: we also participated 
in the program, discussing “What’s New, True, etc.” 





This is the time of year when customarily physicians meet at regional and national sessions 
to exchange experiences and to report on their labors. The variety of subjects selected for 
discussion this year by the various program committees reflects a healthy state of affairs for 
dermatology—and a profitable time for the many who attend the meetings. Occasionally we 
overhear a young dermatologist say that it is pointless to attend meetings for one “can read 
the papers later.” It is a mistaken notion, of course, as anyone will attest to who attends meetings 
regularly. For, aside from the enduring friendships that one makes and the camaraderie, one 
acquires a satisfying “sense of belonging,” and one derives much more from listening to a 
speaker than from reading the cold print. Then, too, on occasion, because it will not appear 
in print, one may miss a memorable gem such as the following from a professor at one of 
our higher institutions of learning—“This 34-year-old white unoccupied woman complained 
of,” etc. H.R. 
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Dermatologie der Mundhéhle und Mundumgebung: Systematik, Morphologie und 
Grundziige der Behandlung. By Priv.-Doz. Dr. A. Greither, Heidelberg, with foreword 
by Prof. W. Schonfeld, Heidelberg. Price, DM 39.60 ($9.45). Pp. 262, with 191 illustra- 
tions. Georg Thieme Verlag, Herdweg 63, Stuttgart (14a), Germany (American agent— 
Intercontinental Medical Book Corporation, New York 16), 1955. 


This German monograph deals with the dermatoses of the oral cavity, the lips, and the 
mucocutaneous junctions of the lips. The author has had many years of clinical experience in 
dermatologic and dental clinics\and has collected a large number of excellent black-and-white 
photographs to illustrate a number of dermatoses that may be seen on the oral and buccal mucosa 
and on the lips. The descriptions of the clinical entities are brief, concise, but adequate. Differ- 
ential diagnosis is discussed and a well-chosen bibliography is appended at the end of each 
section. It is interesting to note that the author refers to and gives credit to many American 
workers in the field of oral pathology. The publishers are to be congratulated for the excellency 
of the format, type, black-and-white pictures, and the binding. 

This volume is recommended highly not only to dermatologists who are trained to recognize 
these clinical entities, but more so to dentists, oral surgeons, otolaryngologists, and to oncologists. 
‘The 191 photographs credited to August Kimberling are by far the best black-and-white photo- 
graphs this reviewer has seen in any textbook. 


Dermatologia Cosmética: Clinica y Terapéutica. By Marcial I. Quiroga, M.D., and Carlos 
F. Guillot, M.D. Price: paper, $330.00; cloth, $350.00 (Argentinean currency). Pp. 686, 
with 260 illustrations. Libreria y editorial “El Ateneo,” Florida 340—Cérdoba 2099, Buenos 
Aires, 1955. ‘ 


The relationship of dematology and cosmetology has been the object of increasing interest 
by dermatologists in recent years. The authors have written an excellent and extensive volume 
which successfully brings together the dermatologic and the cosmetologic points of view and 
presents the current concepts of this rapidly changing subject. 

The book is divided into five parts: generalities; functional and anatomic fundamentals; 
organic and functional cutaneous alterations, predominantly unesthetic; therapeutic cosmetology 
and side-reactions of cosmetology. The material presented is divided into 45 chapters. 

The importance of cosmetic dermatology is excellently presented in this volume. The chapters 
on the different ingredients used in the preparation of cosmetics and their pharmacologic 
characteristics are clear and summarize well this complex and highly technical subject. Each 
dermatologic subject is carefully presented, and the treatment is meticulously described. Numerous 
prescriptions are presented covering all phases of cosmetology. There are excellent chapters 
on the cutaneous changes due to climatic influences, pigmentary and vascular changes, and on 
tattoos. The cosmetic aspects of diseases of the hair and nails are also discussed. The photographs 
are originals and for the most part well reproduced. 

The bibliography, of 1236 items, covers most of the important work on this subject published 
in Europe and the Americas, including many articles from the cosmetic trade journals. Each 
chapter has its own references. 

This text undoubtedly will be a valuable reference book to those reading Spanish, even to the 
experienced dermatologist. It will prove particularly useful to students of our specialty since 
they will find in one single volume all there is to know about cosmetic dermatology. 


The Care of Your Skin. By Herbert Lawrence, M.D. Price, $2.50. Pp. 95. Medical Book 
Department, Little, Brown & Company, 34 Beacon St., Boston 6, 1955. 


This small book, devoted entirely to a consideration of acne, is intended for the youngster 
with acne and for his or her parents. An intelligent reader should profit much from it, for the 
book covers the subject rather thoroughly. It discusses not only the cause and treatment but also 
such subjects as misconceptions about acne and emotional aspects; and it goes rather fully into 
factors such as proper cleansing methods, removal of blackheads, use of cosmetics, and proper 
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diet. It answers the questions of acne sufferers simply and within the limits of present-day 
knowledge—and the material is up to date even to the treatment of acne scars by dermabrasion. 
In fact, the book comes close to fulfilling the “need for an authoritative account” of the subject. 
It would have been even more effective had the material been presented more concisely. 


Manifestacdes tardias da framboesia. By Tancredo A. Furtado, M.D. Price, not given. 
Pp. 279, with 159 illustrations, 17 tables. Impresa Oficial Belo Horizonte, Belo Horizonte, 
Brazil, 1955. 


This monograph is a thesis presented by the author for a position of “Livre Docente” in the 
Clinic of Dermatology and Syphilology of the Faculty of Medicine of the University of Minas 
Gerais. Although the main emphasis is on the late manifestations of yaws, all the phases of the 
disease are discussed and the author reviews the present knowledge of this condition on the basis 
largely of his personal experience. In this monograph the author stresses the fact that yaws is a 
major public health problem in Brazil, where the incidence of the disease may reach up to 5% 
and even 15% of the population in certain endemic regions. 

The book is divided into seven chapters: pathogenesis and evolution of yaws; early and late 
lesions; relationship of yaws, syphilis, and other treponematoses ; personal data on late manifesta- 
tions of yaws; lesions of the locomotor apparatus; histopathology of the late manifestations; 
investigation of internal organs in yaws; and treatment. 


A careful study of 121 cases with late manifestation is presented in different tables. The 
various late manifestations are carefully described. The diagnostic value of keratoderma palmaris 
et plantaris, found in 10.7% of the author’s cases is emphasized, as it often occurred as the sole 
manifestation of the disease. The variety of clinical pictures encountered in these cases with 
palmar and plantar lesions (sulcatum, cribiforme, variegatum, circumscriptum) are most 
interesting from the dermatologic standpoint. The author states that the relationship between 
gangosa and yaws is unquestionably proved although similar clinical pictures may be found in 
other diseases. The statement that goundou may be caused by yaws or by syphilis may not meet 
with general approval by syphilologists. 

Although the author has found that broad-spectrum antibiotics and erythromycin are effective 
in the treatment of yaws, he considers penicillin the drug of choice as it is an ideal therapeutic 
agent for mass treatment of infectious patients. He stresses that attention should be paid to the 
general health of the patient and that deformity caused by cicatricial sequelae may necessitate 
orthopedic or plastic correction. : 

The book is printed on paper of good quality, contains many clinical photographs and micro- 
photographs, and lists 505 references in alphabetical order. It has an extensive summary in 
English. 

This monograph, a valuable contribution to the study of yaws, will be useful to the students of 
tropical diseases, as it presents personal observations by a careful investigator. It will also be 
helpful to those interested in the comparative study of the treponematoses and to the vanishing 
specialist : the syphilologists. 








Society Transactions 





CHICAGO DERMATOLOGICAL SOCIETY 


Irene Neuhauser, M.D., President 


Samuel M. Bluefarb, M.D., Secretary 
Oct. 19, 1955 


Case for Diagnosis: Tuberculosis Verrucosa Cutis, Blastomycosis? Presented by Dr. 
Pau. K. WEICHSELBAUM: 


Coccidioidomycosis with Cutaneous Involvement. (Previously presented on March 17, 
1954). Presented by Dr. E. A. OLtver and staff. : 


Systemic Blastomycosis. Presented by Dr. BERNARD YAFFE. 


History.—A 20-year-old woman, who is seven months pregnant, has been developing cutaneous 
nodules during the past two months. She is of Mexican racial origin, although born and raised in 
the State of Texas. She has lived in Chicago the past few years, returning to Texas at intervals. 

Examination—The nodules have developed slowly, are about six in number, and located on 
the arms and legs. The lesions are firm, bluish-red, hazelnut-sized, and with some superficial 
ecthymatous crusting. The patient has been in general good health during her prenatal examina- 
tions, except for a mild anemia. 

Laboratory Findings.—Routine x-ray of the chest was interpreted as showing abnormal hilar 
markings with enlarged mediastinal nodes and beginning parenchymatous infiltration. The 
tuberculin skin test, 1: 1000 dilution, was negative. Coccidioidin antigen was not available for 
differential testing. 

A histologic section from a cutaneous nodule demonstrated numerous budding forms of 
blastomycosis free in miliary abscesses and within giant cells. This section is presented. 

Therapeutic experiences with the stilbamidines are solicited. 


Blastomycosis. Presented by Dr. THEODORE CorNBLEET, Dr. SrpNrEy Barsky, and (by 
invitation) Dr. Cartos Det Busto. . 


History.—The patient is a 64-year-old retired railroad worker who was admitted to Cook 
County Hospital on Aug. 1, 1955, because of a granulomatous lesion of the fifth finger of the 
right hand. The lesion developed one month prior to admission, grew slowly in size, and would 
not heal despite “many different medicines.” The patient is a mild diabetic, and is controlled 
with diet alone. His legs were amputated after a railroad accident. 

Examination.—The heart is slightly enlarged. : 

Laboratory Findings—xX-rays of the chest show an irregular infiltration in the right base. 
X-ray of the affected finger shows demineralization of the bone and sclerosis of the vessels. 

Prostatic fluid culture shows Candida albicans. Thoracentesis was attempted, but no fluid was 
obtained. Bronchial aspiration (bronchoscopy) revealed no fungi, yeast, or tubercle bacilli on 
smear or culture. Culture of the lesion revealed no growth. 

Compliment fixation titers for Blastomyces yeast negative; extract antigen positive 1:6. 
Histoplasma negative. Blastomycin skin test was 2+ positive. Histoplasmin doubtful positive. 
Kahn and Wassermann negative. 

The patient was treated with KI solution; 70 drops t. i. d. and thyroid, 5 grains (0.3 gm.), 
QAM. Within four weeks the lesion appeared to be clinically healed. Other laboratory data 
were all within normal limits. Repeat skin test and complement fixations will be done. 

Biopsy slide is presented. 

DISCUSSION ON PRECEDING CASES 


Dr. Leon GoLpMAN, Cincinnati: I cannot say anything about the case of coccidioido- 
mycosis. It is an illustration of how we can see such cases here in the Midwest from people who 
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have been in service in these endemic areas, and people who have traveled and have lived there 
and have come back with coccidioidomycosis. I do not know anything about the effectiveness of 
any therapy. I have heard that 2-hydroxystilbamidine was of no value. 


The hand case at Illinois I thought was tuberculosis verrucosa cutis. It does not have the 
miliary pustular lesions around the pborder that we see in skin lesions of blastomycosis, and I 
think that was borne out in the microscopic section. I saw no fungi in the section. If there is a 
question of differential diagnosis between those two, I would certainly consider tuberculosis 
verrucosa cutis. 


Case 1 at Cook County Hospital illustrates a lesion on the hand which is not too uncommon a 
site. I was disappointed in the result of the prostatic fluid examination which showed Candida 
albicans, because we are often able to recognize systemic blastomycosis by finding the organism 
in the prostatic fluid. The response to therapy for the present was excellent. Following Dr. 
Cornbleet’s suggestion, we treated our last case at Cincinnati with potassium iodide and thyroid, 
and the response was rapid. He has been under observation for one year without a recurrence. 


The case of the Mexican woman with blastomycosis, is probably the most important of the 
group of blastomycosis. First, it is unusual to have blastomycosis in a female. Most of the cases 
reported have been in the male. I have never had any experience with active blastomycosis and 
pregnancy. We have had only one case of true conjugal blastomycosis. In his epidemiological 
studies, Dr. Schwarz was never able to find evidence of conjugal blastomycosis in the family 
group. She has beginning parenchymatous pulmonary involvement. The question of therapy in 
this woman is important. We desire as rapid improvement as possible; I believe she should have 
2-hydroxystilbamidine, with due precaution because it may produce an abortion. In this severe 
systemic case, iodides may be too slow. The prognosis can be determined more accurately shortly 
after onset of therapy. 


Dr. BERNARD YAFFE: This patient is protected by her pregancy. Previous experience with 
this disease has shown that after delivery systemic blastomycosis runs a rapidly fatal course. 


Dr. THEODORE CORNBLEET: The question arises with a patient such as ours who has 
apparently only a localized form of blastomycosis, whether there is any systemic involvement. 
He has some pleural thickening suggesting possible involvement of the lungs. In Dr. Oliver’s 
patient the globulin was rather high, 6.3 gm. per 100 cc. I wonder if this is characteristic of 
coccidioidomycosis. Years ago Dr. Jacobson of Los Angeles reported temporary success with a 
type of vaccine he prepared. I have not heard anything about it in recent years. Our patient, like 
others in our series, responded favorably and promptly to the combined use of thyroid and 
potassium iodide. 


Epidermolysis Bullosa in an Eight-Year-Old Boy. Presented by Dr. PAuL WEICHSEL- 
BAUM. 


' Case for Diagnosis (Epidermolysis Bullosa? Infantile Dermatitis Herpetiformis?) in 


an Eight-Year-Old-Boy. Presented by Dr. RrcHarp B. StouGHTon and (by invitation) 
Dr. JosepH O. PRIESTLY. 


Pemphigus? of Two Weeks in a 79-Year-Old Man. Presented by Dr. THEODORE Corn- 
BLEET and Dr. Srpney Barsky, and (by invitation) Dr. Cartos Det Busto. 


Pemphigus? Limited to Scalp for Ten Months in a Man of 86. Presented by Dr. 
JamMEs WessTER, Dr. STanLtey Hurr, and (by invitation) Dr. LEonarp Horr. 


Pemphigus Vegetans in a Woman of 78 Years. Presented by Dr. SAMUEL BLUEFARB, 
Dr. S1nas WALLK, and (by invitation) Dr. Carros Det Busto. 


DISCUSSION ON PRECEDING CASES 
Dr. Francis W. Lyncu, St. Paul: In Case 17 at Illinois I think we might add the possibility 
of incontinentia pigmenti which probably should be considered in the differential diagnosis of 
bullous eruptions at any stage in childhood..As yet we do not know the exact time limits for the 
several phases in the development of the complete picture of incontinentia pigmenti. With 
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persistent hoarseness in this youngster there might be some gain in visual examination of the 
larynx as an aid to the diagnosis of the external eruption. I am not sure what is the correct 
diagnosis in this case. 

Dr. S. Witttam BEecKeER Jr.: I should like to agree with Dr. Lynch that incontinentia 
pigmenti must be considered in Case 17 at Illinois; Bloch-Sulzberger syndrome, however, would 
be a better term for this entity. We have recently studied two children with this disease and have 
found that the pigmentation is independent of the other lesions. There are about eight instances of 
Bloch-Sulzberger syndrome reported in the literature where typical pigmentation did not develop. 
The lesions this patient presents are not those usually found in incontinentia pigmenti, but the 
absence of eosinophilia would appear to rule out dermatitis herpetiformis. 

Dr. Samuet M. BLueFars: All our Cook County Hospital patients who had a clinical 
diagnosis of pemphigus have shown subepidermal bullae on microscopic examination. Must intra- 
epidermal bullae be present for a diagnosis of pemphigus? 

Dr. Rusen NoMLanp, Iowa City: I wish to talk about Case 17. I do not believe this infant 
has incontinentia pigmenti. We have had the opportunity to study at-least three cases of this 
disease in the early stages, and in all of these the bullae have been present in linear fashion. 
Secondly, microscopically they are in the prickle-cell layer and they are intradermal in their 
location. In this the biopsy should show a complete separation of the entire epidermis and one 
can see the papillae projecting upward where the roof of the superficial blisters was removed. 
I think neither microscopically nor clinically are ee blisters in this baby like the blisters we 
see in incontinentia pigmenti. 

Dr. Henry E. Micuetson, Minneapolis: As you know, we have been much interested in 
pemphigus and have studied a good many cases in the last few years, keeping the clinical and 
microscopic diagnoses separate until we could bring them together. I have gone through different 
convictions regarding the matter. I used to think one could diagnose pemphigus clinica'ly, but you 
all know how hard it was for a group to agree on a particular case of bullous eruption. Later 
I became enthusiastic about the microscopic findings and I thought we could make a differentia- 
tion with the microscope, but after watching patients who had subepidermal bullae undergo 
precisely the same course as those who had acantholytic bullae, I decided that could not be a 
criterion. Furthermore, we saw patients who had lesions of both kinds in multiple biopsies. 

Another thing to remember is that the emphasis has been placed entirely on the epidermis, 
ignoring the pathology of the corium. One might make a comparison to smallpox, where the 
lesion microscopically is most interesting as an epidermal lesion, but certainly what circulates and 
affects the corium is the important thing. This is so well illustrated in the hemorrhagic and in 
the purpuric types of smallpox. I think the corium should be taken into consideration in pem- 
phigus. I feel convinced now that one may have a variable histologic picture, but the basic disease 
is the same. Certainly the steroids are necessary for patients with the subepidermal form of 
histology, and we have not seen this type respond to sulfonamides, even though the Europeans 
call the condition bullous dermatitis herpetiformis. 


Dr. Marcus R. Caro: I should like to agree wholeheartedly with everything Dr. Michelson 
said. I do not believe that the diagnosis of pemphigus can be made entirely in the laboratory. 
We have read much of bullae with acantholytic cells as being diagnostic of pemphigus. I have 
seen patients with pemphigus who died of the disease and they had bullae that were subepidermal. 
We have also seen patients with acantholytic cells in the bullae who did not have pemphigus 
and whose course was not that of pemphigus. 

Dr. STEPHEN ROTHMAN: In some disagreement with Dr. Michelson’s opinion, I do not 
believe that pemphigus patients are systemically ill. They are sick only because they blister. The 
blisters are intraepidermal, and whatever is seen in the corium may be secondary to the epidermal 
disease. Since we have been able to control secondary bacterial infection, pemphigus patients have 
died only because of denudation of their skin in consequence of blister formation. If we are able 
to prevent blister formation, as it is possible now with ACTH and corticosteroids, the patients 
can live indefinitely and they are perfectly well subjectively and objectively. 

The scalp lesion in Case 7 at Cook County Hospital clinically does not look like pemphigus. 
I believe pemphigus vegetans is just pemphigus vulgaris with additional pyogenic infection. 
We always were able to control vegetations in pemphigus by local application of sulfonamide 
ointment, without, of course, influencing the course of pemphigus. 
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Acute Bullous Lichen Planus. Presented by Dr. Paut R. GriFFitTH and (by invitation) Dr. 
Betsy B. BRENNAN. 
DISCUSSION 


Dr. THEODORE CORNBLEET: We have had several patients collected over the years who had 
bullous lesions of lichen planus and pityriasis rosea with elevated values for halogens in the blood 
serum. I suppose it is too late to look for that in this patient because the bullae are well 
involuted and previously ingested bromide or iodide would be washed out by now. 


Squamous-Cell Epithelioma Superimposed on a Patch of Chronic Discoid Lupus 
Erythematosus. Presented by Dr. HERBERT RATTNER, Dr. SAMUEL M. BLUEFARB, and 
(by invitation) Dr. J. Harvey JoHNSTON. 


Lupus Erythematosus (Subacute Disseminated Type). Presented by Dr. ALFRED B. Fatx, 
and (by invitation) Dr. H. C. McCraney. 


Case for Diagnosis: Subacute Disseminated Lupus Erythematosus? Presented by Dr. 
H. J. Burstein, Decatur, and Dr. Louts A. Brunstinc, Rochester, Minn. 


DISCUSSION ON PRECEDING CASES 


Dr. H. E. MicHetson, Minneapolis: The first case is a cancer in lupo. I think the term 
does not differentiate in lupus erythematosus or in lupus vulgaris. At any rate, the treatment is the 
same in both. I think that one should approach such problems as he would any cancer in a scar, 
and most of the time I believe the scar tissue should be removed, for it was the forerunner of the 
cancer and the best treatment is excision with plastic repair. 

I think the lesions cliuically and microscopically are lupus erythematosus in the third case. I 
noticed she has received steroids and antimalarial drugs. I do not know why the steroids were 
given. In trying to classify the case I believe a designation of subacute lupus erythematosus is 
acceptable, keeping in mind just what one means by that term. She has lesions of the chronic 
type but she has enough systemic changes to warrant the diagnosis of subacute. In talking with 
her I found her greatest concern is her appearance, and one cannot blame her for that, for she is 
very badly disfigured. Will drugs remove these scars? I do not think so. Should one give steroids 
to this woman? I would be inclined to say “no.” She has no loss of weight, even though there was 
a febrile period. I think the most important thing is to assure her about the relative benignity of 
these widely spread but chronic type of lesions. I thing the treatment will have to be supportive 
psychotherapy. 

Dr. RusEN NoMLanp, Iowa City: I have seen possibly two or three children like the 
second case who have run a perfectly benign course and eventually recovered and did not develop 
systemic lupus erythematosus. I have also seen several in the later teens with persistent redness 
cver the cheeks suggestive of lupus erythematosus that ran a benign course. The only thing we 

“ recommend in these cases is that they be examined thoroughly to be sure they do not have subacute 
lupus erythematosus, and have them avoid sunshine. 

Dr. Louts A. Brunstine, Rochester, Minn.: This 11-year-old girl presents the typical 
facial erythema of lupus erythematosus, but she has no fever; the hemogram is normal, and no 
L. E. cells have been demonstrated. There is no indication at the present time for the administra- 
tion of steroids. I believe her problem will become more complicated at the menarche. In spite 
of the fact that she feels well, it would be best to limit her activities so as to avoid excessive 
fatigue, intercurrent infection, and undue exposure to light. 

In the case of the older woman who has nephritis, I believe the prognosis is guarded. 

In the case of the 38-year-old woman who presents the widespread eruption of papular 
discoid lesions resembling lichen planus, the response to treatment by means of antimalarials 
has been poor. In all other respects but one, the patient is quite well. She is beset by family 
problems and has a high degree of anxiety, for which psychiatric management has been advised, 
but I do not believe this relates in any way to the lupus. 


Sarcoidosis. Presented by Dr. RicHArp B. SToucGHToN. 


History—A 70-year-old high school principal, first noted skin trouble two years ago, when 
a scaling, red eruption started on the scalp. This gradually spread over most of the scalp, and 
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new lesions appeared on the forearm, upper back, thigh, and neck. The lesions. changed very 
little in character once they reached full size. They are asymptomatic. Also he has had pruritic, 
scaly, erythematous lesions on the hands for the past two years, but these come and go, being 
worse in winter. He has been in good health otherwise. 

Examination—When the patient was first seen at Billings Hospital on Aug. 10, 1955, there 
was an erythematous, scaling, infiltrated plaque covering the top of the scalp in an inverted bowl 
distribution extending beyond the hair line frontally. Also, isolated, infiltrated nodules and 
plaques were seen on the upper back, arms, thigh, and neck. An apple-jelly color was present on 
diascopy. Physical examination was otherwise negative. 

Laboratory Findings—Hemoglobin 14.8 gm. per 100 cc.; white blood count 5900. Urinalysis: 
specific gravity 1.022; albumin, sugar, and microscopic negative examination. Kahn was negative. 
Serum albumin 3.8 mg., serum globulin 3.2 mg. per 100 cc. 

Skin tests: Histoplasmin positive; tuberculin 1: 1000 and 1:100 negative. Kveim test 
positive (slide presented). 

X-rays: Small bones of hands and feet showed no significant lesions. Chest x-ray in 1930 at 
this hospital showed marked fibrosis of upper lung fields—tuberculosis? silicosis? 

From 1941 to 1954 (almost yearly) x-rays at Augustana Hospital revealed fibrosis in both 
upper lung fields compatible with healed tuberculosis or sarcoidosis. No significant change through 
the years. 

Skin Biopsies : 

A. 1951—Nodule from scapular area reported as granulomatous inflammation, probably 
tuberculous, guinea pig inoculation negative. 

B. Aug. 10, 1955—Nodule from back (A. M. B. H.). 

C. Aug. 26, 1955—From scalp plaque (A. M. B. H.). 

D. Oct. 12, 1955—Kveim test site (A. M. B. H.). 

All sections show sarcoid structure with giant cells. PAS negative for organisms. 

Cultures of tissue from (B) on blood agar and Sabouraud were negative. 


DISCUSSION 


Dr. Apotpu RostENBERG JR.: I would subscribe to the diagnosis. One of the interesting 
features was the diffuse involvement of the scalp. As I undestand it, the biopsy specimens were 
taken from tissues other than the scalp, so we do not know the nature of the histologic alterations 
there, but there is reason to doubt that they are not compatible with sarcoidosis. Cases have been 
presented here of sarcoidosis involving the scalp. We showed one last year with diffuse involve- 
ment and alopecia, and there were two cases from Cook County Hospital with a patchy alopecia. 
If we look at our cases of sarcoidosis more carefully we will probably find they involve the 
scalp not too uncommonly. 

I asked this patient where he was born and he said in Indiana and raised in a small town of 
2000. It is an interesting point that a disproportionate number of patients with sarcoidosis come 
from the southeastern part of this country and have been raised in rural areas. This was first 
shown by Michael and his associates. This man was not from the Southeast but he spent 15 
years in a rural community. It has been my experience in the cases we have seen at the Uni- 
versity of Illinois that most of them come from the Southeastern states. Also, I recall only one 
patient who said she was raised in the city. Every other patient to whom I have spoken has 
said he came from the country or a very small town. Some work has been done on the soil in an 
effort to find an explanation for this, but so far this work has been negative. I also know that at 
the Mayo Clinic epidemiological studies were done that did not agree with the views of Michael 
and his group; however, I would not place as much credence on the Mayo Clinic statistics, as I 
do not think they are as likely to be based on a sample of the population of the country at large. 
Michael’s statistics, on the other hand, are from Army records. 

Dr. RrcHarp B. StoucHTon: Biopsy of the scalp showed sarcoid structure. The patient 
is in good health, and the problem is a cosmetic one. Many cases of cutaneous sarcoidosis are 
being treated with cortisone, a practice that has its dangers. Some reports indicate that sarcoidosis 
may eventuate as tuberculosis under steroid therapy and such therapy should probably be reserved 
for sarcoidosis with more malignant features than benign cutaneous involvement. 
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Kaposi’s Sarcoma. Presented by Dr. SamuEL M. BLUEFARB. 


A bank clerk, aged 52, presents about a dozen pea-sized nodules on the left forehead, left 
side of the scalp and one on the left auricle of ear. The nodules are hemorrhagic and bleed easily 
when traumatized and have been present since February, 1955. Treatment has been with Aralen, 
0.25 gm. daily. 

The past history is essentially negative except for a vagotomy and gastroenterostomy done in 
June, 1951, for a bleeding duodenal ulcer. 

A microscopic examination was compatible with Kaposi’s sarcoma. 


DISCUSSION 

Dr. RuBEN NoMLanp, Iowa City: I do not think this is Kaposi’s sarcoma, but I do not have 
a definite diagnosis. Kaposi’s disease is a long-standing disease that produces symmetrical 
lesions that are more widespread in different places. Wherever I see nonsymmetrical lesions that 
resemble Kaposi’s sarcoma, I feel the diagnosis is probably wrong. I did not think the sections 
were good examples of Kaposi’s sarcoma. I believe he has a malignant lesion that fits better into 
either a carcinoma or sarcoma group, rather than Kaposi’s sarcoma. 

Dr. FREDERICK J. SZYMANSKI: The microscopic changes in this case are consistent with a 
diagnosis of Kaposi’s sarcoma. We see a fibrotic reaction, plus a granulomatous infiltrate sur- 
rounding thickened blood vessels. The changes are minimal, suggesting a very early case, but 
characteristic enough to label it as Kaposi’s sarcoma. Metastatic carcinoma, lymphoblastoma, and 
lymphocytoma cutis can be ruled out rather easily. 

Dr. STEPHEN RotHMan: I have heard, secondhand, Kaposi saying that “his” disease always 
starts on the feet. 

Dr. Marcus R. Caro: I did not see the section. My conception of the clinical features of 
Kaposi’s disease has undergone a change in the last few years. Dr. Griffith brought a case to the 
University of Illinois recently that did not look like Kaposi’s sarcoma as originally described, 
but it was a typical case histopathologically. There are a good many such cases. I wonder how 
important it is to find the eruption beginning on the feet as a diagnostic feature of Kaposi’s 
sarcoma. 

Dr. Jutius E. GinsBerc: I saw the microscopic sections with Dr. Bluefarb several weeks 
ago and I made a diagnosis of probable Kaposi’s disease. Then I read the record and made a 
diagnosis consistent with Kaposi’s disease. Having seen the lesions clinically, I believe this is 
Kaposi’s disease. In further biopsies as the lesion progresses I think you will find even a more 
typical picture of Kaposi’s disease. 

Dr. SAMUEL J. ZAKON: With all due respect to Kaposi, who was one of the really great 
patriarchs of our specialty, he, too, was not always infallible. Kaposi’s sarcoma lesions may 
start anywhere on the body and may even involve the internal organs before visible skin lesions 
appear. Kaposi’s sarcoma and pemphigus are not necessarily diseases of Jews, and are not even 
commoner among Jews. A few years ago Dr. Aaron Goldberg reviewed all of the cases of 
pemphigus which were hospitalized at the Cook County Hospital in the past 20 years, and the 
percentage of Jewish patients was much lower than that of any other racial or religious back- 
ground. 

Dr. Hersert Rattner: I have under observation a man with lesions identical with those 
cf Dr. Bluefarb’s patient. They are bilateral but not symmetrical. The histopathologic picture is 
that of Kaposi’s disease. The disease is not progressing, whether from the Aralen he is receiving, 
I do not know. 

Dr. SAMUEL M. BLUEFARB: This patient had the initial lesion of Kaposi’s sarcoma in the 
scalp. The section was studied by several pathologists who concurred in the diagnosis. Several 
reports of Kaposi’s sarcoma appearing first on the scalp and ear have been recorded. Among these 
are Symmers (Arch. Path. 32:764, 1941), Jessup (Am. J. Cancer 31:556, 1937) and Mitchell 
(Arch. Dermat. & Syph. 41:404, 1940). Although this site is not common, I believe the scalp 
may be the site of the original lesion in Kaposi’s sarcoma (Figure). 


Tinea Versicolor. Presented by Dr. IRENE NEUHAUSER. 


History.—A 13-year-old white girl of Italian extraction first developed a dark colored patch 
on the back of her neck at the age of 7 years. A year or two later it was noticed that the dark 
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area was spreading. She was treated by several dermatologists, receiving x-ray treatments, 
injections, and salves. Although the eruption improved’at times, it never disappeared completely. 

* Examination—When she was first seen the lesions on her chest and back were scarcely 
noticeable, and it was thought that she had some increased pigmentation in the axillae. The 
possibility of juvenile acanthosis nigricans was considered and she was referred to the Department 
of Pediatrics for examination with this diagnosis in mind. The patient was found to be in good 
health although overweight. 

While under observation in the Dermatology Clinic the eruption has been spreading over the 
back, chest, and upper arms, and the involved areas have gradually become more pigmented. 

Examination shows irregularly shaped, dark brown, velvety looking patches on the back of 
the neck, extending to the hair line. Similar, less pigmented patches extend around the crease of 
the neck anteriorly and a few patches are found in the inframammary region. 

The back, chest, and upper arms have a mottled, slightly pigmented appearance, and the 
skin on the underarms is dry and slightly scaling. There are a number of pinhead-sized follicular 
papules scattered over the shoulders. 

Laboratory Findings——Scrapings made from all involved areas showed many clusters of spores 
and a few short hyphae typical of Malassezia furfur. 

Histopathologic’ Report.—Histologic sections from the involved area located on the neck 
revealed moderate thickening of the stratum corneum. The epidermis is characterized by mild 
acanthosis and intracellular edema. A slight lymphocytic and histiocytic infiltrate occurs in 
papillae that are elongated. Groups of double-contoured spores but no hyphae were found quite 
readily in the corneal layer. 

Sections from chest lesions exhibited changes almost identical with those found in the neck, 
including the double-contoured spores. These spores resemble those seen in KOH-treated scales 
of pityriasis versicolor. 

DISCUSSION 


Dr. A. H. Stepyan, Highland Park: Dr. Neuhauser deserves a good deal of credit for 
making a biopsy and thinking of a fungus disease in this disorder. This is rather a striking 
example of a piling up of scale that occasionally occurs in a fungus infection. This lesion as seen 
today resembles some of the plaques of pityriasis versicolor as seen in the American prisoners of 
war when they came out of Japan. Most of these patients were severely avitaminotic and I 
have often felt that their general constitutional state had accounted for <he piling up of the 
scale locally. Recently at Great Lakes I saw the daughter of a captain who was transferred to 
the States from Panama. On the palmar surface of her right hand there was an irregular, dime- 
sized area that looked like a silver nitrate stain. Scraping the area revealed the typical hyphae 
that we associate with tinea nigra. These two disorders have been associated. 


Dr. Davin CoHEN: In serial sections of skin of tinea versicolor we found that the fungi 
extend into the excretory ducts of the sebaceous glands. They can be demonstrated with the 


. Hotchkiss-McManus stain. This may explain the frequency of recurrences. 


Dr. IrENE NeEvHAuSER: Bizarre clinical forms of tinea versicolor are not uncommon in the 
tropics. Castellani reported a number of cases of tinea nigra which were apparently cases of 
tinea versicolor with red, brown, and black pigmented lesions. The distribution of the lesions 
and the appearance in potassium hydroxide preparations were typical of tinea versicolor. 


Osteoma Cutis. Presented by Dr. E: E. StENHOUSE. 


History.—A 46-year-old white woman, who is a doctor’s assistant, first noticed a small nodule 
in the right cheek about 20 years ago. This could be felt but not seen. More nodules appeared 
in both cheeks and gradually increased in size. 

Examination.—At the present time there are many firm, discrete, skin-colored nodules mostly 
on the cheeks but some on the chin and forehead also. These vary in size from 2 to 4 mm. in 
diameter, and are embedded beneath the skin. There are no subjective symptoms. When the 
overlying skin is incised the nodules can be shelled out. They are hard, round,.and pinkish in color. 

Eight or ten of these nodules were removed.from the right cheek. The larger ones were 
sent to the laboratory for study. A few of the smaller ones are shown here today. 

Laboratory Findings.—Histological sections reveal a thin cortex of bone surrounding. loose 
fatty tissue. 
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Qualitative chemical analysis showed much calcium, no carbonate, but some phosphate. 

Blood Chemistry: Calcium 10.5 mg/100 cc. of serum, or 5.3 mEq. per liter (normal 9-11 
mg/100 cc. of serum) ; phosphorus 3.7 mg. (normal 3-4 mg.), 2.1 mEgq/liter; alkaline phosphatase 
2 units (normal 1.5 to 4 King and Armstrong units). 

Blood Count: Leucocytes—count per cubic millimeter 9900 cells; neutrophiles 61%, lympho- 
cytes 36%, staff cells (neutrophiles) 3%; erythrocytes—count per cubic millimeter 4,320,000; 
hemoglobin 87.8% (13.5 gm. per 100 cc.) ; color index 1.0. The erythrocytes appear normal. 

(Section presented.) 


Isolated Darier’s Disease. Presented by Dr. FREDERICK J. SZYMANSKI. 


History—A 49-year-old Negro woman was referred to the Dermatology Clinic at the 
Research and Educational Hospital, University of Illinois College of Medicine, because of three 
lesions occurring on the scalp for many years. Two of these have been removed, leaving only 
one such lesion on the left side of the occiput. 

Examination.—All of the lesions were similar in appearance, but widely separated and quite 
discrete. The lesion on the left side of the occiput is raised, black in color, and almost cylindrical 
in shape, being about 5 mm. in diameter and about 4 mm. high. The surface is depressed and 
keratotic, with a suggestion of a rolled border. The patient does not exhibit any typical papules 
of a generalized Darier’s disease. 

Laboratory Findings—The microscopic section from the lesion, removed from the skin above 
the right ear, shows all of the changes characteristic of keratosis follicularis—follicular plugging, 
lacunae, corps ronds, grains, and basal-cell-epithelioma-like rete pegs. 


DISCUSSION 

Dr. Otro C. STEGMAIER, Davenport, Iowa: I should like to suggest a diagnosis of molluscum 
contagiosum. I think the microscopic picture while not typical of molluscum contagiosum was 
also not typical of Darier’s disease. : 

Dr. H. E. MicHeEtson, Minneapolis: I do not know whether there is any accurate informa- 
tion concerning the local occurrence of Darier’s disease. It seems to me that a congenital dys- 
keratosis could hardly be localized. I thought this was a case of nevus syringocystadenomatosus 
papilliferus. 

Dr. Rusen Nomtanp, Iowa City: I agree with Dr. Michelson that the lesion is a nevus 
of the type nevus syringoadenomatosus papilliferus. I think the section showed the papillary 
projections into a space very well. Such lesions are usually single, and occur commonly on the 
scalp. Be 

Dr. Marcus R. Caro: I do not know what the patient has, but the histopathological picture 
is that of Darier’s disease. There is always a good deal of discussion whether Darier’s disease can 
occur as an isolated disease. The section shows the findings of Darier’s disease and not those of 
nevus syringoadenomatosus papilliferus. Neither are there any features in this section to suggest 
molluscum contagiosum. 


Dr. Davip W. Kerstinc, Milwaukee: I agree with Dr. Caro that the histopathological 
changes in the section of this lesion are those of Darier’s disease. As for nevus syringo- 
cystadenomatosus papilliferus, the key paper on this condition, other than Werther’s original 
description, was recently published by Helwig and Hackney (A. M. A. Arcu. Dermat. 71:361- 
72, 1955), and therein is contained under the easier and equally accurate term “syringadenoma 
papilliferum,” a clear portrayal of its characteristic features: a maze of canalicular spaces ‘lined 
by a two-layered apocrine-like epithelium, blunt processes of this epithelium projecting into these 
spaces, and all deeply embedded and surrounded by a dense infiltrate of plasma cells. The lesion 
today has none of these characteristics but does conform to Darier’s disease, and since there are 
only two or three well-defined isolated papules (on the scalp in this case) it fits into the category 
of “isolated Darier’s disease,” a term frequently used by Beerman, Helwig, and others, to 
describe this clinical type. 

Clinically, in this patient the lesion certainly resembles a molluscum contagiosum, as Dr. 
Stegmaier pointed out. In the course of a study of Darier’s disease at the Armed Forces 
Institute of Pathology I found about 15 examples of this “isolated” form, and Dr. Helwig has 
seen about 35. One cannot distinguish it histologically from the classical type. Important facts are 
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that these lesions were diagnosed clinically as senile keratosis, basal-cell carcinomas, or squamous- 
cell carcinomas, and they were often diagnosed as such by the pathologist who first saw the 
section; occasionally he believed the lesion to be a sweat-gland tumor. In some unequivocal 
senile keratoses of the face there is, in fact, a superficial higtological similarity to Darier’s disease. 

The lesion today has a striking papillomatosis bordering on the lacunae and projecting into 
them. The “dyskeratosis” here is not the malignant kind. The corps ronds and grains are rarely, 
if ever, seen in such profusion and typical type in chronic benign familial pemphigus, a condition 
which should be mentioned here. In the latter, the lacunae are larger; partial acantholysis of 
epithelial cells is present, and the gross pathology, i. e., the clinical morphology, is entirely 
different. The question of its histological distinction from Darier’s disease is a subtle one 
Helwig (Proc. 20th Seminar, Am. Soc. Clin. Path., pp. 53-56, 1955) has not been completely 
answered, and, it appears to me, probably awaits a thorough histochemical comparison in a 
significant number of cases. 

Without implying any assumption of a common etiology, I believe there may be a common 
pathogenetic factor in the production of the lacunae and the benign dyskeratotic phenomena in 
some of these diverse entities. 

Dr. ApoteH RosTENBERG Jr.: I do not know what this case is; neither do I know enough 
pathology to discuss the case from that point of view. I should like to discuss, however, the basis 
for a clinical label. You cannot call a condition by a given disease name unless it has the clinical 
features of that disease. The term “isolated Darier’s disease” could be applied only if one had a 
generalized Darier’s disease that became localized in one or two points, or it has been shown that 
lesions such as this starting in an isolated fashion progress to a generalized form of Darier’s 
disease. As far as I know, neither of these points is true for the condition being shown that 
pathologically resembles Darier’s disease. I think it is erroneous to call this condition “isolated 
Darier’s disease.” It might be an example of the type of dyskeratosis that is.seen in Darier’s 
disease. It is well to remember the warning of Klemperer’s, who is a pathologist, that morphologic 
identity in no way implies etiologic or pathogenetic relatedness. 

Dr. Marcus R. Caro: I do not think Dr. Rostenberg’s argument is well founded. You can 
have localized Darier’s disease, and know what you are talking about, without an existing 
generalized disease. We know that neurofibroma can be an isolated disease and the lesion can 
have the clinical and pathological features of von Recklinghausen’s disease, and the patient may 
never go on to a generalized von Recklinghausen’s disease. 

Dr. FrepericK J. SzyMaNskI: I should like to state this lesion is not an example of the 
ordinary type of Darier’s disease. Isolated Darier’s disease is a name that was dreamed up by 
pathologists who saw the microscopic picture of keratosis follicularis in lesions that were wart- 
like and single, and usually located on the scalp. Our original diagnosis was benign dyskera- 
tosis resembling Darier’s disease. However, if that label had been placed on the protocol, I am 
sure it would not have stimulated the interesting discussion we have just heard. 

As far as this condition is concerned, Dr. Caro and I have had the opportunity of studying 
-six or eight such lesions microscopically in the past few years. Originally we considered these 
tumors to be a form of nevosyringoadenomatosus papilliferus. Follicular plugging, corps ronds, 
and lacunae are not features of sweat-gland tumors. The lesions of isolated Darier’s disease are 
benign tumors, probably caused by a virus, and closely related to verrucae. 


Carcinoma of Breast with Cutaneous Metastases Treated by Bilateral Adrenalectomy. 
Presented by Dr. STEPHEN ROTHMAN and (by invitation) Dr. Sytvia F. Griem. 


DISCUSSION 


Dr. THEODORE CORNBLEET: We give androgens in the form of testosterone for breast 
cancer. We remove androgens by adrenalectomy and replace hydrocortisone. How does adrenalec- 
tomy, then, palliate breast cancer? 

Dr. StepHEN RotHMAN: I am sorry we did not show the photographs of this woman’s 
lesions before adrenalectomy. She had unusually extensive lymphogenic metastases of the chest 
wall which have undergone an amazing involution after adrenalectomy. 

The idea of adrenalectomy in prostatic carcinoma was conceived by Dr. Charles B. Huggins 
in our school after he found that castration and administration of female sex hormones causes 
involution of metastases, but only temporarily. With adrenalectomy he intended to remove the 
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last source of androgenic hormones from the body. Later he found that adrenalectomy is effective 
also in combating metastases of breast cancer. He has now a great number of patients with 
advanced breast cancer metastases who are perfectly well several years after adrenalectomy. 

This patient did not show any appreciable response to female sex hormone administration. 

Dr. Sytvia F. Griem (by invitation): I just want to add that the patient had received 
stilbesterol and testosterone before she was ever seen at the University of Chicago. At the: time 
we saw her, her metastases were increasing in size and number. She received neither stilbesterol 
or testosterone after surgery. 


Urticaria Pigmentosa (Solitary Lesion). Presented by Dr. FREDERICK J. SZYMANSKI and 
(by invitation) Dr. LEonarp A. BECKER, 


History.—A male infant, 14 months of age, at birth had a flat, bright, red “birthmark” on 
the dorsal aspect of the left hand between the first and second metacarpal bones. Within one month 
the lesion had become elevated, and periodically since the third month the surface of the lesion 
has developed “blisters” or been covered by a large bulla containing a clear, colorless, nonsticky 
fluid. Apparently the lesion has been itchy at times because the child’s mother stated that he rubs 
the area. Previous treatment consisted of mild ointments and covering with “Band-Aids.” 

Examination.—The child was first seen at the age of 9 months by L. A. B. and the lesion was 
about the size of an almond, slightly elevated, and infiltrated, with a papular. surface and a 
mottled red-orange-yellow color, and surrounded by a slightly hyperpigmented zone. Urtication 
followed gentle stroking of the lesion. Neo-Cortef Ointment 1% and protection have been bene- 
ficial in controlling the symptoms. The child has not been seen since June 16, 1955. 

Laboratory Findings.—Biopsy was performed, and two slides are presented with hematoxylin 
and eosin and Giemsa staining methods. Mast cells can be identified in the latter stain. 


DISCUSSION 


Dr. FREDERICK J. SZyMANSKI: Before 1954 only three cases of solitary urticaria pigmentosa 
had been described in the literature. Just recently Chargin and Sachs (A. M. A. Arch. Dermat. 
&. Syph. 69:345, 1954), described seven more cases. All ten began in infancy, usually on the 
extremities, as a brown or yellow nodule or tumor. Vesiculation and urtication are diagnostic 
features noted in practically all cases. Clinically these tumors were suggestive of nevoxantho- 
endothelioma or xanthoma. 

Microscopically the picture is diagnostic. Mast cells, numerous and large, are recognizable, 
usually in sections stained with hematoxylin and eosin. 

Such lesions are quite persistent, a few lasting three and five years. Solitary urticaria 
pigmentosa is not a precursor of the multiple variety. Such cases never developed into the 
ordinary form of urticaria pigmentosa. One must consider in a differential diagnosis an intra- 
dermal nevus, a nevoxanthoendothelioma, and a xanthoma. 


Acanthosis Nigricans. Presented by Dr. Davip Omens and (by invitation) Dr. Haro_p 
Omens and Dr. Cartos Det Busto. 

History.—The patient, a 14-year-old Negro boy, states that he fell from a truck in Mississippi 
in October, 1951. Soon after this he developed pain in the left leg. He came to Chicago in May, 
1952, and in June, 1952, was taken to County Hospital, where a diagnosis of osteogenic sarcoma 
of the femur was made. Amputation of the leg was performed iri August, 1952. 

Examination—The patient presents a pigmented verrucous lesion of both axillae, which 
developed some six months ago. The lesions are asymptomatic. He has been using crutches since 
his amputation. 

Laboratory Findings——Monthly x-rays are taken of the chest, pelvis, and stump. There is no 
evidence of metastases or activity. 

DISCUSSION 

Dr. STEPHEN RoTHMAN: I agree with the diagnosis of acanthosis nigricans. This is probably 

the first case reported in connection with bone sarcoma. 


Perifolliculitis Abscedens et Suffodiens. Presented by Dr. Davin Omens, and (by 
invitation) Dr: Harotp Omens and Dr. Martin L. GEcar. 
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Pyoderm with Keloids (Infested with Fusospirillary Organisms). Presented by Dr. 
SamMueEL M. BLUEFARB, Dr. S1LaAs WALLK, and (by invitation) Dr. Martin L. Gecut. 


History—This 67-year-old Negro man stated that about 10 years ago he noted a painful 
swelling on the top of his head. This was incised. During the past several years more swellings 
and “bumps” appeared and seemed to grow together. He stated that about seven years ago he 
noted a “white string” spread from the head to the right and left lower jaw. Small lumps which 
caused itching appeared along the “white string.” He scratched these and they became worse. 
At times white fluid came out of these lumps. Sometimes the fluid was yellow. There has been a 
gradual progression during the last six to seven years. Itching is worse at night. 

Examination—Except for the scalp and face, physical examination was essentially normal. 


Scalp and face: There are multiple, indolent fluctuating abscesses of the scalp, which are 
apparently confluent. Many areas of patchy alopecia are present. No crusts are present except over 
the openings in the skin of the sinus tract. Several areas are very firm and cicatrizing. Palpation 
of the fluctuant lesions results in the expression of a thin whitish fluid which resembles prostatic 
secretion. There was no frank pus. There is a particularly fetid odor about the scalp and face. 
The patient is edentulous. 

Laboratory Findings—Complete blood count within normal limits. Urinalysis negative except 
for 3+ sugar. Fasting blood sugar 300 mg/100 cc. Total protein and nonprotein nitrogen normal. 
Serology negative. 

X-ray showed no bony involvement of the skull or mandible. 

Fungous culture: No growth obtained. Culture for bacteria: General contaminants. 


Smears: The wet smears were characterized by the marked predominance of fusospirillary 
organisms. Borrelia was easily seen on three separate occasions, and was present in markedly 
predominant numbers. Dry smears were also marked by the presence of this organism. 

(Biopsy specimen shown, PAS stain.) 


DISCUSSION OF TWO PRECEDING CASES 


Dr. Leon Gotpman, Cincinnati: In the case of Dr. Bluefarb, I was very much interested 
in the organism because there was some question some tirne ago whether such organisms are 
pathogenic. Certainly they are secondary invaders. We did some investigations in fatal Vincent’s 
angina, and it was only the pyogenic organism which was found in the regional lymph glands. I 
thought in this case it would be interesting to do a biopsy with the Giemsa stain to see if these 
organisms were found deep in tissue. Originally, this patient’s infection started with a very 
severe dental caries, and then he got his edentulous mouth. 

We have seen these lesions as secondary infection in genital lesions of pellagrous dermatitis. 
We have seen them also as secondary invaders of tropical ulcers, especially of the legs. I do not 
recall seeing any such lesion of the neck and scalp. 


Dr. Louis A. BrunstineG, Rochester, Minn.: I think these patients are very much the same. 


* We undressed the one boy. He had cystic acne lesions on the back of the neck and in the right 


groin typical of this syndrome. The other man had lacerated lesions in the scalp, similar to 
ones with actinomycosis. We have used the surgeons to clean these cases up. The trick is to 
get a young surgeon to sterilize these lesions and leave a good deal of skin for grafting. I think 
we find all kinds of organisms, some staphylococci and streptococci. The antibiotics are ineffective. 
{ think treatment with exteriorization is the method of choice. 

Dr. Martin L. Gecut (by invitation): A search of the literature failed to reveal a 
reported case of fusospirillary infestation of the scalp. There are many reported cases of fuso- 
spirillary infection involving tropical ulcers, genital ulcers, infections of the external auditory 
canal, and occasionally in bullous lesions seen in pellagra. The pathological picture varied from 
that seen in the usual case of perifolliculitis abscedens et suffodiens, in contrast to the similar 
clinical appearance. 


Vitiligo Effectively Treated with Local Methoxalen. Presented by Dr. James WEBSTER, 
Dr. STANLEY Hurr, and (by invitation) Dr. LEeonarp Hort. 


History.—The patient, a 14-year-old Negro boy, first noticed the simultaneous appearance of 
depigmented lesions on his lower lip, chest, and back in November, 1954. The lesions spread 
laterally and became lighter in color. There is no history of preceding illness or skin disease. 
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Examination.—The patient was normal physically. There is no family history of vitiligo. 

Laboratory Findings.—There were no abnormal findings. 

Treatment.—In late July, 1955, the patient was started on a course of treatment consisting of 
four times weekly painting of the lesions with a solution of Oxsoralen and increasing exposures to 
ultraviolet light. The treatment was given only to the chest. 

By early August, perifollicular pigmentation could be seen in several of the lesions. This 
pigmentation increased rapidly. For three weeks then, the patient was painted with a placebo 
solution and given ultraviolet irradiation. No appreciable change in pigmentation occurred. For 
the five weeks preceding the meeting, no therapy has been given. 


Vitiligo Treated with Oral Methoxalen. Presented by Dr. Davip Omens, and (by invita- 
tion) Dr. HaRoLp OmENs and Dr. Leonarp Hott. 


The patient is a 57-year-old white woman. Seven years ago she noticed the onset of depig- 
mentation of the skin of the forearm. This progressed very slowly and developed in several new 
areas. In the last two years there has been an increase in the rate of spread of this condition 
until it now covers a large segment of the body surface. The patient visited a physician and was 
told that the condition was untreatable. 

In the latter part of June, 1955, we began treating the patient with capsules of 8-methoxy- 
psoralen. She could tolerate only two 10 mg. capsules of the drug, and has been on this dosage 
since then. No ultraviolet irradiation was given, and she was instructed to avoid sunlight. In the 
course of daily life, some exposure of the hands, arms, face, and neck was unavoidable. At one 
point she developed a moderately severe erythema of the forearms due to an inadvertant over- 
exposure to sunlight. 

After some seven weeks of such treatment, a perifollicular pigmentation was noticed in the 
previously vitiliginous areas of the hands, forearms, and neck. The amount of pigment has 
been steadily increasing. No increased pigmentation of normal areas has been noticed. 

For the last three weeks, the patient has been receiving total body ultraviolet irradiation three 
times a week. 

DISCUSSION OF TWO PRECEDING CASES 

Dr. H. J. Burstein, Decatur: I wish to add a word concerning liver function tests in this 
treatment of vitiligo. I found that four out of six cases were showing some increase in either 
the icterus index or a 2+ cephalin flocculation. We checked these with urine urobilinogen tests 
which were found normal, I am sure that many of us have approached this therapy with 
skepticism because of worry about liver damage. I find that as a group, they are a grateful 
lot of patients. Before therapy is discontinued because of a 1 or 2+ cephalin flocculation, urine 
urobilinogen determinations should be done, and with normal results therapy can be continued. 

Dr. IrENE NEuHAUSER: At the joint meeting of the Pacific and Mexican Dermatologic 
Societies in Mexico City, this treatment was discussed at some length by Drs. Lerner and 
Fitzpatrick. In their experience the response to therapy was best in those patients who had 
inadvertently received burns. 

Dr. STEPHEN RotHMAN: I should like to ask whether the repigmentation is permanent. 


Scleroderma Treated with Chloroquine with Some Success. Presented by Dr. THEODORE 
Corns_eet, Dr. S. Barsky, and (by invitation) Dr. Leonarp Hort. 


DISCUSSION 

Dr. Ricuarp B. StoucHton: Our results with chloroquine in lichen sclerosis et atrophicus, 
scleroderma, and lichen planus have been unimpressive. 

Dr. Juttus E. Grnsserc: I should like to add one case to Dr. Cornbleet’s: series, I had one 
patient whose generalized severe scleroderma had no response to ACTH or Meticorten, ‘but was 

_ arrested by the use of Aralen and then relapsed when it was discontinued and was controlled again 

when it was resumed. 

Dr. ALEXANDER BucHHOLz: I have a patient with scleroderma who has been taking chloro- 
quine for four months. She thinks she is improved. I do not. 

Dr. THEODORE CORNBLEET: We have been afraid of steroids in scleroderma since we had 
disastrous results following their use at the University of Illinois. In two cases the kidneys were 
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white and badly swollen. There have been several reports of favorable responses of scleroderma 
and morphea following the use of chloroquine. These prompted us to try this drug in our patient. 
He is better. 


Multiple Basal Cell Epitheliomata. Presented by Dr. JAMES WEBSTER, Dr. STANLEY HurFF, and (by invitation) 
Dr. Martin L. GEcurT. 

Ulcer of Thigh: Cause? Etiology? Presented by Dr. Marcus R. Caro, Dr. Louise Tavs, and (by invitation) 
Dr. BRENNAN. 

Case for Diagnosis: Solid Edema of Face? Presented by Dr. FRANCIS SENEAR, Dr. STANLEY E. HurF, and 
Dr. STEPHEN ROTHMAN, 

Case for Diagnosis: Psoriasis? Pityriasis Rubra Pilaris? Presented by Dr. SNEY BarsKy and Dr. THEODORE 
CORNBLEET, 

Reticuloendotheliosis (with Pituitary Involvement?). Presented by Dr. RICHARD B. STOUGHTON and (by invita- 
tion) Dr. JosEpH O. PRIESTLEY. 

Lymphoblastoma. Presented by Dr. SAMUEL J. ZAKON, Dr. STEPHEN ROTHMAN, and (by invitation) Dr. E>warp 
H. FERGUSON. 

Multiple Myeloma with Herpes Zoster. Presented by Dr. SAMUEL M. BLUEFARB, Dr. Smas WALLK, and (by 
invitation) Dr. Martin L. GECHT. 

Lupus Vulgaris. Presented by Dr. Davip OMeENs, and (by invitation) Dr. HARoLD OMENs. 


DETROIT DERMATOLOGICAL SOCIETY 


Charles J. Courville, M.D., President 
Coleman Mopper, M.D., Secretary 
William H. Eyster Jr., M.D., Recorder 
Henry Ford Hospital 
May 11, 1955 


All cases, unless otherwise designated, were presented by the Division of Dermatology of the 
Henry Ford Hospital. : 


Kaposi’s Multiple Idiopathic Hemorrhagic Sarcoma (Associated with Stasis Derma- 
titis of the Legs). 


Kaposi’s Multiple Idiopathic Hemorrhagic Sarcoma (Associated with Stasis Derma- 

titis). 

DISCUSSION OF TWO PRECEDING CASES 

Dr. Artuur Gutick: I should like to ask if anybody has seen one of these patients die, and, 
if so, what is their death? 

Dr. ArtHUR Curtis, Ann Arbor: I have seen these patients die, and I have seen autopsies 
done. As you know Kaposi’s idiopathic hemorrhagic sarcoma has a tendency to grow by extension. 

* In the true sense of the word it doesn’t metastasize as do many of the carcinomas and sarcomas. 

Many times the lesions begin on the lower extremities and extend up the legs, and they are 
ordinarily associated with a considerable amount of lymphatic obstruction. The patients develop 
vegetating lesions on the lower extremities. Invasion takes place by extension to the visceral 
organs. The patients develop an enlargement of the spleen and liver, and the extension even 
reaches the kidneys. I think their death is due to the replacement of normal tissue by the 
Kaposi’s sarcoma. 


Lichen Sclerosis et Atrophicus. 
The patient is a 9-year-old white girl whose chief complaint was itching of the vulvar region. 
The mother states that this child has had what she describes as an irritation and itching of the 
vulvar region since 1952. Various types of local remedies have been tried with little effect. 
Objective findings were confined to the inner surface of the thighs near the labia majora and 
the perianal region. There is a pale violaceous, very slightly elevated linear plaque on either 
side of the inner thigh-and the perianal region, especially the left side. There is slight depression 
and atrophy in the center of these plaques. There are interspersed milia-like lesions. 
Laboratory investigation revealed that the chest x-ray, urinalysis, complete blood count, and 
serologic test were all negative or within normal limits. 
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The biopsy report was as follows: The specimen consisted of sections through a bit of skin 
showing hyperkeratosis and keratotic plugging, atrophy of the rete ridges, and marked edema of 
the upper corium. The midcorium was heavily infiltrated by chronic inflammatory cells consisting 
mostly of lymphocytes. 

Treatment has consisted of 1% hydrocortisone ointment, which has effected marked improve- 
ment. She is now completely asymptomatic, and there has been objective improvement of the 
lesions. 

DISCUSSION 

Dr. CoLtEMAN Mopper: It is interesting to note that hemorrhagic and. bullous lesions can 
also occur in lichen sclerosis et atrophicus. In a young girl presented by Dr. Owen Hendren at 
the weekly dermatological conference at Receiving Hospital there were hemorrhagic lesions on 
the vulva and typical lesions of lichen sclerosis et atrophicus elsewhere. The fact that bullous 
and hemorrhagic lesions can occur in lichen sclerosis et atrophicus is not sufficiently emphasized 
in dermatologic textbooks. 

Dr. CHARLES CouRVILLE: Has_anyone had any success in treating these patients with any 
of the antimalarials? 

Dr. OwEN HENDREN, Pontiac: The little girl that Dr. Mopper mentioned as having the 
hemorrhagic bullae around the vulva completely cleared under treatment with chloroquine. 
When seen she was 6 or 7 years of age with a history of onset of the dermatosis at the age of 3. 
She was given 120 mg. twice daily for a time and then the dosage was reduced to one dose of 
120 mg. daily. She has not had therapy for nine months, and there has been no evidence of 
recurrence of the lesions. 


Fox-Fordyce Disease. 

The patient was a 31-year-old Negro woman who complained of itching of the axilla, chest, 
and pubis for the past three months. 

The patient was first seen in the Henry Ford Hospital in October, 1954. Densely grouped 
lichenoid papules of each axilla, the sternal area, and of the. lateral aspects of the breasts and of 
the pubis were found. The nipple areas and the pubis showed follicular prominences. The sternal 
lesions showed only a mild residuum at present. 

The pruritic eruption of the axillae appeared in July, 1954, while she was a patient in the 
Herman Kiefer Hospital. She was receiving streptomycin, 1.0 gm. twice weekly, and paraamino- 
salicylic acid, 15 gm. a day. 

The Kline exclusion serological test was negative. The urinalysis was normal. A _ chest 
x-ray revealed an inflammatory lesion of the right midlung field. A biopsy of a lesion from the 
right axilla was read as “compatible with Fox-Fordyce disease.” ; 

Treatment has consisted of hydrocortisone ointment locally and x-ray to a total of 400 r 
(to all areas except the sternum) and has resulted in symptomatic relief. Fluorinated hydro- 
cortisone ointment 0.1% was singularly successful, but must be used once daily to control the 
symptoms. 

DISCUSSION 

Dr. Henry Brunstinc, Toledo, Ohio: I am interested in Fox-Fordyce disease, because 
I have always felt that it was associated with a disturbance in the function of the apocrine 
glands. The biopsy on this patient was rather superficial, and no apocrine glands were demon- 
strated in the section. Dr. Walter Shelley, of the University of Pennsylvania, presented a very 
interesting paper on Fox-Fordyce disease at the last meeting of the American Dermatological 
Association. He applied the appropriate synonym, “apocrine miliaria,” and demonstrated by 
serial section of biopsy material where a rupture of the duct of the apocrine gland occurs as 
it passes through the epidermis. The extruded secretion may account for the intractable pruritus. 
I have never considered Fox-Fordyce disease as a localized neurodermatitis. It is well known 
that this disorder occurs predominantly in the female sex, and hormonal imbalance may be of 
significance. I have been unable to demonstrate any measurable alteration of steroid excretion 
in the few patients that I have observed. Likewise, treatment with androgenic or estrogenic 
substances has been ineffective. 

Dr. Wittiam Tay or, Ann Arbor: I should like to point out that in a recent article in the 
Journal of the American Medical Association there was a comment on the fact that paraamino- 
salicylic acid can produce a lichenoid eruption and that this woman has been on paraamino- 
salicylic acid therapy. 
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Dr. CLarENcE Livincoop: It is an interesting fact that we have tried many different 
local steroid preparations on this woman, and only the fluorinated hydrocortisone gives her 
complete relief with one application a day. We have seen a number of other patients, some with 
pruritus vulvae and other types of pruritic dermatoses, who have done much better on the 
fluorinated preparations than on plain hydrocortisone. The disadvantage of the fluorinated hydro- 
cortisone is that there may be absorption if too much is used. 


Congenital Ichthyosiform Erythroderma. 

Lichen Sclerosis et Atrophicus. 

Lichen Sclerosis et Atrophicus. 

Syringoma (Three Patients). 

Eosinophilic Granuloma. 

Dermatitis Factitia (Compulsion Neurosis). Presented by Dr. EUGENE HAND, Saginaw. 

Mycosis Fungoides. 

Trichophyton Rubrum Granuloma. 

Case for Diagnosis: Pigmentary Disturbanc:. 

Urticaria Pigmentosa. 

Granuloma Annulare. 

Necrobiosis Without Diabetes. 

Nodular Vasculitis. 

Case for Diagnosis: Parapsoriasis? Linchen Planus? Presented by Dr. FRED V. HAUSER. 

Case for Diagnosis. Presented by Dr. J. L. Conen, Windsor, Ont., Canada. 

Case for Diagnosis: Acute Streptococcic Infection with Bullous Formation? Presented by Dr. EUGENE A. HAND, 
Saginaw. 

Alopecia Areata Totalis. Presented by Dr. M. J. Lipnix. 

Dystrophia Mediana Canaliformis. Presented by Dr. G. B. SExton, London, Ont., Canada. 

Chilblain Lupus, Hutchinson’s? Presented by Dr. G. B. SExTON, London, Ont., Canada. 

Case for Diagnosis: Chilblain Lupus, Hutchinson’s? Presented by Dr. G. B. SExToN, London, Ont., Canada. 

Dermatitis Herpetiformis. Presented by Dr. A. P. Witson, Windsor, Ont., Canada. 


LOS ANGELES DERMATOLOGICAL SOCIETY 


Anker Jensen, M.D., President 
Louis H. Winer, M.D., Secretary 
May 10, 1955 


Case for Diagnosis: Vesiculopustular, Generalized Chronic-Recurrent Eruption. 
Presented by Dr. Maxim1L1aAN E. OBERMAYER. 


A woman’ aged 49 stated that one year ago the tips of two fingers became inflamed and the 
nails defective. An eruption appeared under the arms, which cleared spontaneously, only to recur 
and become generalized. Two years ago she had acute arthritis. 

In November, 1954 (six months ago), the dermatosis recurred as a herpetiform and pustular 
eruption in and around both axillae and on the back of the neck. Paronychia and onychia were 
present on two fingers of the right hand. The eruption spread to the genital area, buttocks, and 
extremities, and clinically resembled familial benign pemphigus, pemphigus foliaceus, or vegetans, 
and dermatitis repens alternately. 

Daily intramuscular injections of Acthar gel, 80 u., and oral of Meticorten, 30 mg. daily, 
partially controlled the eruption, which now consists of erythematous and pustular gyrate areas 
on neck, torso,.and extremities. The arthritis has also been improved since this steroid therapy 
was instituted. 

The sedimentation rate has been 45 mm. in one hour. 

The microscopic section showed the epidermis moderately acanthotic, parakeratotic, and 
spongiotic. There was liquefaction necrosis of the epidermis, with crust formation in the stratum 
corneum, Epidermal vesicles were filled with polymorphonuclear cells and debris. The papillary 
portion of the dermis was edematous and showed a scattered infiltrate of mononuclear cells. 
The deeper corium was normal except for a perivascular infiltrate. The appendices were normal. 


DISCUSSION 


Dr. A. FLetcHer HA: I would place this in the erythema multiforme group. However, 
I would do a therapeutic test considering the possibility of an atypical form of dermatitis herpeti- 
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formis, If the flare-ups are accompanied by fever and malaise, I would consider impetigo herpeti- 
formis, even though the patient is not pregnant. 

Dr. Louis H. Winer: Clinically, the eruption resembles pemphigus erythematodes. The 
microscopic section showed a zone of suppuration between the parakeratotic stratum corneum and 
the vacuolated cells of the stratum granulosum. The rete below the suppurative zone was of 
normal thickness, but to either side it was quite acanthotic. My diagnosis is pustular psoriasis 
or a type of pyoderma. 

Dr. S. W. Becker: I think the eruption belongs in the toxic erythema group. It wouldn’t be 
impetigo herpetiformis because that is a pustular disorder and the infection may be secondary 
to oozing and exfoliation. 

Dr. MoLieurRus Covuperus: I classify this as a toxic erythema. Microscopically, there is 
a great deal of perivascular edema with an inflammatory infiltrate without eosinophiles. There 
are some superficial small epithelial abscesses. I feel that a drug eruption is a possibility in this 
case, especially one due to gold therapy. 

Dr. MAXIMILIAN E. OBERMAYER: At the present ‘time, we are at a disadvantage in being 
able to observe only the partially controlled cutaneous picture. The patient could not have been 
presented previously because preceding steroid therapy she was completely incapacitated by 
the diffuse and widespread masses of flaccid vesicles and pustules. Dermatitis from hyper- 
sensitivity to gold is unlikely as she has received no gold therapy. Besides, cutaneous reactions to 
gold are not apt to be pustular. Hypersensitivity to other drugs was ruled out by observation 
over several months. The eruption is an “id” reaction due to a systemic infection, as indicated 
by the constantly elevated sedimentation rate. The infection is not apt to be bacterial since 
therapeutic tests with antibiotics failed ; it is probably viral and that would account for the peculiar, 
changing pattern of the cutaneous picture. 


Gouty Tophi (of Ear, Fingers, Elbow, etc.). Presented by Dr. SaMuUEL AyrEs JR., and 
Dr. SAMUEL Ayres III. 


A 77-year-old man has had tender nodules on the ears, thé right elbow, fingers, and toes. On 
the ears they are 5 mm. in diameter, but on the elbow and extensor of fingers they are 3-5 cm. 
Several years ago his blood uric acid was found to be high, and he was treated for it. 

A white, pasty substance was expressed from the nodule on the right ear. Direct 
microscopic examination of the material from the lesion on the right ear revealed a crystalline 
structure characteristic of uric acid crystals. 

Laboratory findings: Blood uric acid 8.7 mg. per 100 cc.; NPN 75 mg. per 100 cc.; sulfo- 
bromophthalein liver function test: Dose—5 mg. per kg. body wt.; given 7.4 cc. of 5% dye sol. 
30-minute sample—12% (normal—5% to 7%). 45-minute sample, 8% (normal—0%). 


DISCUSSION 


Dr. NorMAN E. Levan: There is a rather high incidence of gout among the Filipino laborers 
whom we see in the San Joaquin Valley. Occasionally the dermatologist is the first physician to 
see the patient. Benemid (0.5 gm. daily) is the drug of choice. In gout, it acts on the tubules, 
preventing a reabsorption of uric acid. When using Benemid, alkalinization of the urine to 
minimize any tendency to the formation of urate stones, and withholding of salicylates, which 
decrease the uricosuric effect of Benemid, are advised. 

Dr. Louis H. Winer: The lesions on the ears were quite characteristic of gouty tophi. The 
lesions on the hands, because of the yellow appearance, looked like xanthoma of the tendon 
sheath. Clinically and histologically, gouty tophi, villinodular tenosynovitis, or fibroxanthomas 
of tendon sheaths can be confused when the crystals of uric acid are not evident. Crystals of uric 
acid produce very interesting patterns when examined by polarized light. The spicule light 
spaces of uric acid crystals differ markedly from the reticulated foam cells of xanthomas on the 
hematoxylin-eosin-stained sections. 

Dr. WALTER F. ScHwartz: It is necessary to do repeated blood uric acid tests: because of 
the fluctuation from a high to normal level in patients with gout. 

Dr. SaMuEL Ayres Jr.: The lesions on the finger and elbow are collections of urate 
crystals, because they have a cystic feel. This patient came in because of the draining sinus on 
his ear; otherwise the lesions did not bother him. The material which came out of the ear 
through a small opening was white and of a consistency like tooth paste, not that of sebaceous 
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material. After acidification, typical uric acid crystals were observed microscopically. The 
combination of high uric acid and impaired liver function has been present in three other patients 
with dermatoses, one of whom had clinical gout. In these the NPN was normal. This creates 
a problem in therapeutics because in gout proteins are supposed to be reduced in the diet, whereas 
in impaired liver function, one is supposed to increase the proteins in the diet and give liver 
extract. 


Granuloma with Pseudoepitheliomatous Hyperplasia (Verrucal Form). Presented by 
Dr. KENNETH L. Stout. 


A white man, 80 years of age, born in Greece, has lived in the United States since 1908. He 
was a shoemaker for 40 years. 

In 1947 (eight years ago) a small “pimple” appeared within the lateral wall of the right nostril. 
In 1949 the patient consulted a doctor, who advised electrosurgery, but because of the patient’s 
refusal, a salve was prescribed. 

In June, 1952, a large fungating malodorous tumor protruded from walls of the right anterior 
naris, practically closing the nasal passage, and extended to involve the columella and medial 
portion of the left anterior naris. The base of the tumor was irregular, the surface elevated, 
rolled, smooth, waxy, and firm, the central portion having a papillary structure with necrosis and 
suppuration. 

Biopsies were performed on June 24, 1952; Aug. 4, 1952; Oct. 24, 1952; July il, 1953, and 
February, 1955. 

Three pathologists report.as follows: a granulomatous mass which could fit into the group 
of granulomas, such as histoplasmosis, rhinospondiosis, blastomycosis, etc.; a benign papillary 
pseudoepitheliomatous hyperplasia with chronic granulomatous inflammation, apparently benign ; 
and_ hyperkeratinized verrucous papilloma. 

Between Aug. 4, 1952, and February, 1955, the lesion was removed four times by cauterization 
and cutting current, only to recur each time. 


DISCUSSION 


Dr. WaLTeR R. NICKEL: Microscopically, this is an invasive, infiltrating squamous-cell 
carcinoma and should be treated as such. I recommend surgery. 


Dr. ANKER K. JENSEN: In areas like this good results have been obtained by using the 
Mohs’ technique of chemosurgery. 


Dr. S. W. Becker: I think the slide shows prickle-cell carcinoma. 
Dr. SAMUEL AyRrEs Jr.: I think tuberculosis should be considered. 


Dr. J. WALTER Witson: Clinically, this certainly could be North American blastomycosis. 
Further search might be necessary to rule it out. 


Dr. MaxMiian E. OsermMayer: If this were a primary squamous-cell carcinoma of eight 
years’ duration, the patient would not be alive. It is more likely that carcinomatous degeneration 
of a primary chronic granuloma has taken place, such as may occur in lupus vulgaris. 


Dr. Norman E. Levan: There are many reports in the otorhinolaryngologic literature of 
destructive, usually fatal, idiopathic granulomatous ulcerating lesions of the face. In 1953 
I reviewed the literature and reported two such cases in the Archives of Dermatology, (A. M. A. 
Arch. Dermat. & Syph. 68:187-200 [Aug.] 1953) the diagnosis of which was arrived at by the 
exclusion. . 

Here, the differential diagnosis lies between malignant granuloma of the face and carcinoma. 
In one of the sections there was epithelial hypertrophy which could be pseudoepitheliomatous. If 
the pathologists are certain that the histologic changes are malignant, I would bow to their 
opinion; otherwise, I would proceed on the basis that this is a malignant granuloma, in which 
case a trial of steroids is indicated. 

Dr. Haroip Price: The destruction seen now is not the result of the disease but is the result 
of treatment. A year ago the entire nostril was filled with a large verrucous growth. This 
growth was not the invasive type, which produces destruction, but was a proliferative, external 
type of growth, which looked very much like condyloma. 

Dr. Lours H. WINER: On microscopic examination I consider this a squamous-cell car- 
cinoma. 
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Dr. KENNETH LEsLIE Stout: When first observed, the central structure was fungoid or 
papilliferous, with necrosis and malodor. The outline of the base was raised, firm, showing a 
smooth, pearly margin, especially where it extended from the nasal mucosa onto the skin of the 
nose. My first impression was that this lesion was a carcinoma. 

No tuberculin test has been done, but a flat film of the chest was normal. 

Fungous elements of various deep mycoses were looked for, including blastomycosis, torulosis, 
rhinosporidiosis, and actinomycosis, and histoplasmosis, both in tissue section and in tissue 
culture and were not found. 

I agree that if this lesion were a squamous-cell carcinoma in 1946, the man would probably 
not be alive today. Three general pathologists have refused to call this a squamous-cell carcinoma. 
The question of an unusual tissue reaction to a wart virus was considered. 

A tuberculin test will be done and a trial of streptomycin and cortisone given. I shall report 
on the case again. 

Lupus Erythematosus, Discoid (with Widespread Distribution on Hairy Areas). Presented by Dr. JEROME K. 
FISHER. 

Case for Diagnosis: Recurrent Herpetiform Dermatitis Repens (Ayres and Anderson) or Dyskeratosis Bullosa 
Hereditaria (Becker and Obermayer) or Dyskeratoid Dermatosis or Bullous Darier’s Disease or Familial 
Benign Chronic Pemphigus (Hailey and Hailey). Presented by Dr. Jerome K. Fisher. 

Case for Diagnosis: Epithelioma (Prickle Cell).?2 Keratoacanthoma.? Syphilis.? Presented by Dr. SAMUEL 
Ayres Jr. and Dr. SAMUEL Ayres III. 

Basal-Cell Carcinoma in a Vaccination Scar. Presented by Dr. NorMAN E. LEvAN. 

Zosteriform Melanosis with Atrophy. Scleroderma? Presented by Dr. HAROLD Price. 


MANHATTAN DERMATOLOGICAL SOCIETY . 


Nathan Sobel, M.D., President 


Maurice J. Costello, M.D., Secretary 
Oct. 11, 1955 


Basal-Cell Carcinoma. Presented by Dr. ORLANDO Canizares. 


A man aged 69 is presented from the Veterans Administration Hospital, Bronx, New York, 
with a lesion on the frontal area of the scalp, of a year’s duration. 

The patient struck his scalp against the metal catch of a closet door one year ago. There was 
only minimal injury with apparently rapid healing, but a week later the area became inflamed, 
swollen, and tender. Since then it has remained an open sore, becoming progressively larger 
despite treatment with penicillin injections, local antibiotics, hydrocortisone cream and other 
ointment. § 

The patient had a penile lesion in 1929, with “arm and hip shots” for eight months in 1942. 

The hemogram was within normal limits. The fasting blood sugar was normal. The Wasser- 
mann reaction of the blood was positive, 16 Kolmer units. A roentgenogram of the skull showed 
no change below the ulcer. X-ray examination of the chest was normal. 

Biopsy of anterior and posterior portions of the lesion both showed evidence of basal cell 
carcinoma. 

DISCUSSION 

Dr. IsapoRE Rosen: It is unusual for a basal-cell epithelioma to become so extensive in so 
short a time. One must be very careful with radiotherapy because of the close proximity to the 
brain. I know of an instance where such a lesion treated with radiotherapy resulted in destruc- 
tion of the skull and the patient died of cerebral hemorrhage. 

Dr. WiLsert Sacus: I showed a picture at the Academy of a patient with a basal-cell 
epithelioma which had been removed three times by competent men, recurred, and finally showed 
anaplastic changes. I removed it by the Mohs method. I think the lesion shown tonight is also 
anaplastic and would be very difficult to remove by ordinary means. I would suggest trying them 
first, and then using the Mohs technique if they don’t work. 

Dr. AntHony C, CrpoLLaro: One would expect an epithelioma of such rapid growth on 
the scalp to be a squamous-cell lesion. I am not questioning the pathologic diagnosis, however. 
As to the relationship of trauma to the appearance of this epithelioma, the question comes up 
rather frequently as to whether a single trauma can initiate carcinoma. I cannot go along with 
those who believe it can, because experimentally we have failed to produce epitheliomas in this 
way. Repeated trauma is a different story. 
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Dr. Frank C. Compes: As for a single trauma as a cause of epithelioma, I agree entirely 
with everything Dr. Cipollaro has said. Histologically, we may have the picture of a basal- 
cell epithelioma here, but certainly this is one of a malignant and infiltrating type. Eventually, 
as Dr. Sachs says, it may become anaplastic. I think there is only one type of therapy in this 
case: extensive and wide plastic surgery, with removal of the outer plate of the calvarium. This 
is not a lesion for any sort of radiation therapy. 

Dr. Maurice J. CosteELtLo: This lesion had been present a year. In my experience the 
Mohs technique has its best indication in the recurrent epitheliomas, which this is not. I think 
surgical diathermy or roentgen therapy is not indicated and believe excision by a plastic surgeon 
would be the best method of treatment. ; 

Dr. WILBERT Sacus: It would be much easier to use the Mohs method after the dermato- 
logic procedure than after surgical excision. It gives beautiful cosmetic results. 

Dr. AntHony C. CrpotLaro: I think the impression has been left that x-rays would be a 
bad method in this particular epithelioma. I have handled epitheliomas like this with x-rays with 
very good results. Dr. Martin, of Dallas, has treated many epitheliomas in the region of the 
head with radiotherapy where surgery has failed. With the control we now have, there is no 
real danger to the underlying skull or brain tissue if the dose and quality of radiation are properly 
selected. 

Dr. NaTHAN SOBEL: I assume that syphilis has nothing to do with this lesion. He has had 
injections of arsenicals and bismuth. I don’t know whether he has received any penicillin, but 
think he should if he has not, even though there is no relationship to the present lesion, because 
his serologic reaction is positive. The administration of one course of penicillin is advocated for 
the prevention of any possible progression of latent syphilis in this patient. 

Dr. OrLaANDO CANIzARES: As to therapy, in a similar case we had excellent results with 
roentgen rays, but in this particular case I would be inclined to agree that surgery would 
probably give the best cosmetic result. 


Lupus Vulgaris Complicated by Squamous-Cell Carcinoma. Presented by Dr. Joun W. 
DouGHERTY. 


A man aged 47, born in the United States of Italian parents, has had an eruption on the right 
side of the neck and jaw for the past 38 years. He was seen at the Skin and Cancer Hospital in 
June, 1943, and a diagnosis of lupus vulgaris was made. At that time an intradermal test with old 
tuberculin in a dilution of 1: 10,000 was 1+. The lesion on the neck was desiccated, and Kro- 
mayer therapy was used. In June, 1952, a biopsy showed lupus vulgaris. In May, 1954, while the 
patient was receiving 150 mg. of Rimifon daily, a keratotic lesion was noted within the boundaries 
of the lupus vulgaris. In June, 1954, an epithelioma was found within the lesion, on initial 
examination. This lesion was removed, and the biopsy showed a squamous-cell epithelioma, Grade 
2, with Bowenoid changes. The patient was then lost to observation for nine months. He returned 
with a fast-growing lesion of one month’s duration at the site of the original epithelioma. A neck 


.dissection was then performed, and histologic examination showed an epidermoid carcinoma 


with tuberculoid granuloma in the submental, deep posterior parotid, and lower posterior neck 
nodes, 

The patient was then given 4 gm. of p-aminosalicylic acid and 150 mg. of isoniazid daily. 
On this regimen for the past three months, the lupus vulgaris which had extended when the patient 
was lost, is fading. 

The hemogram and urinalysis were normal. X-ray examinations of the chest, the most recent 
in June, 1955, have been-normal. 

, DISCUSSION 


Dr. Joun W. DovuGHERty: The lesion was about 2 cm. in diameter, right behind the lobe 
of the ear. I was interested that the small keratosis at 3 o’clock on the scar was not discussed. 

Dr. Maurice J. CostEtto: I saw that lesion and thought it was a satellite apple jelly nodule. 
Has anyone here seen a case of lupus vulgaris treated with isoniazid or Rimifon that was com- 
pletely cured over the conventional five-year period? We know that it can almost be cured, but 
there is always a satellite nodule or two lurking around. 

Dr. Franx C. Comses: The criteria for cure of tuberculosis are rather obscure. I doubt 
that we should use the term “cure” at all. I recall two patients who think they were cured by 
Rimifon. They have remained well for over two years, but I cannot vouch for the fact they are 
really cured. I share the doubts of Dr. Costello. 
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Dr. OrnLANDO CANIZARES: I wonder if the patient had calciferol. We now tend to forget this 
medication, although we were so excited about it a few years ago. 

Dr. NATHAN SosBeL: There was recently an extensive review in the Journal of the American 
Medical Association in which the authors came to the conclusion that there was so much 
resistance to any one of the drugs employed in the treatment of tuberculosis that they were in 
favor of using at least two of the effective drugs at one time. 


Chondrosarcoma of the Skin. Presented by Dr. Paut Gross. 


A man aged 71 was seen first on Aug. 26, 1955, with multiple tumors on the face which had 
developed within the last year. A lesion above the left ear had been excised but recurred a few 
months later. It was removed the second time in April, 1955, and at that time a tumor was also 
removed from the chin. In May and June a tumor appeared on the right cheek, and also one on the 
right shoulder. The patient has been in excellent health. 

On examination, there was a tumor mass about 2.5 cm. in diameter on the chin. It was skin- 
colored and slightly pink, and extended. deeply under the skin. The surface was smooth. A 
similar tumor was at the angle of the right jaw, with another over the right acromion. In the 
left temporal region where a tumor had been twice excised, flat, nodular masses were palpable 
on each side of the scar. 

The tumors of the chin and right carotid areas were excised by Dr. Philip D. Wiedel. 

Histologic examination showed an irregularly circumscribed tumor with scalloped margins. 
The peripheral zone was composed of a narrow layer of closely packed round cells, which 
exhibited moderate nuclear variation in size and shape and rather marked mitotic activity. 
Towards the central portion of the mass the cells were more widely spaced and were separated 
by a deeply basophilic chondroid matrix. In some areas towards the central portion there 
were pink-staining rounded masses of osteoid tissue. The central portion of the mass was almost 
completely acellular and was composed of a fibrillar basophilic matrix in which a moderate 
amount of hemorrhage was seen. The surrounding stroma was composed of loose connective tissue 
infiltrated by small focal collections of chronic inflammatory cells. In addition, at one side there 
was a small amount of skeletal muscle. [he tumor extended to within one low-power field of 
the overlying stratified squamous epithelium. 

The sections were shown to Dr. A. P. Stout, who, on histological grounds, feels this is a 
chondrosarcoma, although he is not at all sure what it means. He feels that any similar lesions 
should be excised and perhaps a search instituted for a possible primary source elsewhere in the 
body. 

Roentgenograms of Sept. 29, 1955—A routine skeletal survey disclosed no evidence of 
osseous metastatic disease. A frontal film of the chest showed an infiltration at the right base 
compatible with pneumonitis. A sclerotic plaque was present in the aortic knob. A frontal film 
of the mandible, including a right oblique view, showed no osseous involvement by the known 
multiple chondrosarcomatous changes of the skin of the head and neck. 

Roentgenograms on Oct. 4, 1955.—The paranasal sinuses, in multiple projections, were seen 
to be well developed, well aerated, and clear. The bony sinus margins were intact. 

The chest in posterior-anterior . projection, stereoscopically and in right lateral projection, 
revealed a poorly defined, rounded area of increased density in the left lower lung field. It was 
felt this might possibly represent a nipple shadow, but stereoscopically it appeared to lie in the 
parenchyma. There was an ill-defined increased density in the right second interspace, and again 
the area of increased density at the right base near the cardiophrenic angle. In the lateral pro- 
jection this lay posteriorly in the chest and in at least the lower portion of its extent appeared 
somewhat rounded. In view of the known clinical history, these findings must be considered as 
possible metastatic lesions. 

At present there is only one tumor left over the right acromion, the size of a chestnut, semi- 
spherical, firm, and of reddish color. 

DISCUSSION 


Dr. Wrvsert Sacus: It would be impossible for me to make a diagnosis. Certainly after 
a short glance I wouldn’t presume to take issue with one who has had a lot of time to study the 
slides. However, I didn’t see any cartilage. If I were pressed for a diagnosis I would say 
Malherbe’s calcifying epithelioma. If there is no bone involvement and no cartilage in that area, 
I can’t understand where the chondrosarcoma came from. 
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Dr. NatHAN SoBEL: The cases I have seen of calcified epithelioma have shown much 
smaller lesions. 

Dr. AntHony C. CrpoLLaro: Did you see anything in that slide that would suggest lympho- 
blastoma ? 

Dr. WizBErt Sacus: No, I thought they looked like basal cells. 

Dr. ORLANDO CANIZARES: I was very puzzled by the appearance of the lesions. Superficially 
they seemed to be soft, but underneath there seemed to be hardness. 

Dr. Paitie D. WIEDEL (by invitation): That was not a biopsy: the sections were of two 
lesions excised in their entirety, one from the chin and the other from the cheek at the angle of 
the mandible. We also have sections of a lesion excised five months ago from the left temporal 
region at St. Vincent’s Hospital, and that was exactly similar. The patient now has two recur- 
rences in the parietal region, and others at the back of the neck and elsewhere in the skin of the 
back and chest wall. 


Dr. Wi1Lsert Sacus: I would be under the impression that microscopically the lesions would 
not be localized. I never saw a sarcoma so sharply localized as this. 

Dr. AntHony C. C1poLLaro: This man has multiple lesions. Are these metastatic or are 
they lesions that developed in these areas de novo? What is the mode of spread of a chondro- 
sarcoma? 

Dr. Puitip D. WIEDEL (by invitation): I can only quote Dr. Stout, who has recently 
written a review article on extra-skeletal chondrosarcomata, and he says this case is unique. 
He has never seen or heard or read of one like it. Several other pathologists who have seen the 
lesions, including the pathologist at St. Vincent’s Hospital, all say it is chondrosarcoma. These 
lesions do not ordinarily behave in this manner. There is just one other thing which came up 
only since we wrote the summary : on repeated chest films, there is a suggestion of a lesion in the 
right hilar region, which could be a focus for a blood-borne metastasis. 

Dr. AntHuony C. Creotiaro: I do not question the histologic diagnosis of Dr. Purdy Stout, 
but clinically the lesions look like lymphoblastoma, which is why I asked the questions I did. If 
these lesion arose de novo, the prognosis is good following simple excision. I would like to see 
one treated with x-rays. Lymphoblastomas are sensitive and sarcomas are not, so that might 
help us to differentiate between them. 


Dr. Paut Gross: When I saw the patient for the first time my clinical diagnosis was 
sarcoma. The appearance was quite different from lymphosarcoma of the skin, and therefore 
I thought of a neurogenic sarcoma. Chondrosarcoma of the skin is undoubtedly a rare disease, but 
since we know of the occurrence of benign chondroma of the skin, the possibility of a less- 
differentiated malignant tumor is understandable. 


Dr. NATHAN SOBEL: Why is no cartilagenous element seen here? ; 
Dr. Purure D. Wrepet (by invitation): I think it is considered an undifferentiated type. 


- Pemphigus Vulgaris Improved by Meticortelone Therapy. Presented by Dr. MAURICE J. COSTELLO. 

Dermatitis Herpetiformis, Initiated by Thrombophlebitis, Treated with Promacetin. Presented by Dr. MAuRICE 
J. COSTELLO. 

Herpes Zoster Brachialis. Presented by Dr. ADRIAN BRODEY. 

Vascular Nevus. Presented by Dr. Maurice J. Costello. 

Lepus Vulgaris. Presented by Dr. ANTHONY C. CIPOLLARO. 


NEW YORK ACADEMY OF MEDICINE, SECTION OF DERMATOLOGY AND SYPHILOLOGY 


Timothy J. Riordan, M.D., Chairman 


Wilbert Sachs, M.D., Secretary 
May 3, 1955 


Pemphigus Vulgaris. Presented by Dr. ORLANDO CANIZARES and Dr. Dorsey C. Gams- 
JAGER. 


Summary of 
Data: This 17-year-old, white girl was admitted to Bellevue Hospital on April 22, 
1954. At time of admission she was 16 years of age and preser.ted a generalized 
bullous eruption involving the scalp, face, mouth, chest; shoulders, and back, and 
had scattered lesions on the extremities. History revealed that the patient had 
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been having lesions in her mouth prior to admission and was treated by various 
methods by her local dentist. Her cutaneous-lesions had been present just one 
month prior to admission. 


Laboratory 
Data: A biopsy on April 23, 1954, revealed an intraepidermal bulla and other changes 
compatible with those of pemphigus vulgaris. 
Course : On admission, the patient was given 300 mg. of cortisone per day, potassium 


chloride, salt-free diet, terramycin, KMnO, baths, and a bland ointment locally. 
The patient did not do too well on the above dose of cortisone, and it was 
supplemented with 40 mg. of ACTH gel daily. The combination of cortisone 
and ACTH gel brought the lesions under control. The ACTH gel was gradually 
decreased and finally discontinued, and the cortisone reduced to 200 mg. per day. 

In June, 1954, the patient developed abdominal pain, nausea and vomiting, and 
an elevation in CBC which required a laparotomy, in which enlarged mesenteric 
nodes were found but no signs of perforation or bleeding. An appendectomy 
was performed at the time: After the operation, her skin condition became much 
worse, and cortisone was increased to 300 mg. per day. When 300 mg. failed 
to control the skin condition, the dosage was increased to 400 mg. per day, and 
this would not control the eruption. 

Cortisone was then reduced to 150 mg., but ACTH gel was added, starting 
with 40 mg. per day. Further increase necessitated 80 mg. of ACTH gel per day. 
The combination of 150 mg. of cortisone and 80 mg. of ACTH gel brought about 
fair remission of the eruption, but the patient developed an emotional disturbance, 
and the ACTH gel had to be reduced. 

She was continued on the combination of 150 mg. of cortisone and 40 mg. of 
ACTH gel until November, 1954. Her eruption was only fairly well controlled. 
She would develop new lesions in her scalp and face, and also had a persistent 
oozing crusted patch on her chin. F 

In November, 1954, hydrocortisone was gradually substituted for the corti- 
sone and ACTH gel. The maximum dose of hydrocortisone was 360 mg. per day. 
Following the administration of hydrocortisone there was complete involution of 
all her old lesions, and no new lesions occurred. 

The hydrocortisone was gradually reduced, and on Dec. 13, 1954, she was 
discharged on a maintenance dose of 200 mg. per day. 

Since her discharge, she has been seen at weekly intervals, and the hydro- 
cortisone has been further reduced. 

At the present time, she is taking 70 mg. of hydrocortisone per day. She has 
been completely free of lesions since November, 1954, when hydrocortisone was 
instituted, that is, free of lesions for the past six months. 


DISCUSSION 


Dr. WILLIAM CurtTH: I understand that this girl has had an appendectomy and that enlarged 
mesenteric lymph nodes were found. May I ask the presenter whether some of these lymph 
nodes were examined microscopically? The reason I am asking is because J. Charpy and associ- 
ates (Presse méd. 63:436-440 [March 23] 1955) reported autopsy findings of three cases of pem- 
phigus. Within-four hours after death complete destruction of the adrenals.and severe damage 
to the parenchyma of the liver and many other organs were found. The McManus-Hotchkiss 
reaction after treatment with amylase showed the presence of abnormal glycogen in the interior 
of the nuclei of the liver cells. 


Dr. Maurice J. Costetto: There were two very important features brought out in this 
case: one, the age of the girl (she was 17), and, two, the fact that the lesions had been present 
in the mouth for months. She was treated by dentists, otolaryngologists, and other physicians, 
who did not suspect the true character of the disease and did not make the diagnosis of pemphigus 
vulgaris. I think that is the important message in this case. 


Dr. Cuartes Wotr: As much as I would like to agree with the diagnosis, I feel I cannot 
accept the diagnosis on the basis of history, and-in this case the history is a very salient feature, 
being that this young woman of 17 had a so-called Vincent’s infection of the mouth, which was 
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treated for a long while, several months, I believe, with troches, and that she was given three 
penicillin injections, and subsequently developed this bullous eruption. I feel that there is a real 
connection between drugs used and the postdevelopmental picture that was shown in this 
particular case. I believe we are dealing here with a delayed penicillin pemphigoid eruption, 
which was benefited by steroid therapy. 

Dr. KaTE FREEMAN MILLER: Mr. Chairman, not only would I like to know the pathological 
report on these glands, if it was made, but I would like to know the pathological report on the 
appendix. 

Dr. WiLBeErT Sacus: It states here that there is an intraepidermal bullous lesion. If that 
is so, it could not be on the basis of a drug. It would have to be on some other basis, such as 
a real pemphigus. 

Dr. CHARLES S. MILLER: A bullous eruption in the mouth lasting one year, not responding 
to ordinary therapy, must be regarded as pemphigus until proved otherwise. Despite the fact 
that this patient is only 17 years of age, I believe it is pemphigus. 

I might mention, apropos of cases of pemphigus under 20 years of age, we showed a case here 
from the Queens General Hospital in our December, 1953, meeting, in a girl of 13 years of age. 
At that time I showed colored lantern slides giving the histological findings. This patient did 
respond to intravenous ACTH injections. When we failed to get into the veins, she did not 
respond to intramuscular injections. She finally went down hill and died. 

Dr. Dorsey C. GamMsjAGER: As far as the diagnosis is concerned, she had mouth lesions 
starting back in October, 1953, and was treated by her dentist. She had x-rays taken, was given 
vitamins, antibiotics, and various other treatments, and all the erosions persisted. She developed 
skin lesions one month before coming to Bellevue Hospital, April 1954, and she did get penicillin 
about a month before she was admitted. However, after she was in the hospital, she did not get 
any penicillin. She was on cortisone therapy, and these eruptions kept recurring in the scalp, 
mouth, and on the body. 

The case is presented here tonight, first, to show a case of true pemphigus in a very young 
person. It is also presented to show some of the complications which may develop in the use 
of steroid therapy, and last, to show the complete control of the disease process now on a 
relatively low amount of hydrocortisone. It was difficult to find much information regarding the 
age incidence in pemphigus vulgaris. Dr. Andrews in his textbook states that it occurs in 
debilitated patients, usually past middle age, but it can occur in robust patients in their early 
40’s or early 20's. 

In Dr. McKee and Dr. Cipollaro’s textbook on skin diseases in children, they mention that 
some authors have reported true pemphigus in children. However, these authors, Dr. Weiss, and 
many other dermatologists who have been attending large clinics, for as many as 30 years state 
they have never seen a case of true pemphigus in children. 

I checked the number of admissions in Bellevue Hospital for the last 10 years, from 1944 to 
1954,-and during this time there were 170 admissions with the proved diagnosis of pemphigus 
vulgaris, and 2 of them were under 20, one 18, and the other 16, the patient we presented tonight. 
There was none between 20 and 30; there were 7 between 30 and 40, and the rest over 40. As a 
matter of interest during this 10 year-period there were five cases of pemphigus erythematosus 
admitted, and one case was under 20. There was a questionable diagnosis about this case under 
20, and it was not proved by biopsy; there were no cases between 20 and 30, none between 30 
and 40. Of pemphigus: foliaceus 15 cases were admitted, and there was 1 questionable case there 
under 20. There were seven cases of pemphigus vegetans; all were over 40 years of age. 

This patient tonight is the youngest patient with a proved diagnosis of pemphigus vulgaris 
that has been admitted to Bellevue in the last 10 years. : 


Giant Follicular Lymphoblastoma. Presented by Dr. Samuet M. Peck and Dr. SANTOS 
CHIANTELLA. 


History : A 19-year-old white youth with a history of skin lesions of eight months’ 
duration. A few days prior to admission the patient had a temperature of 100 F. 
An enlarged spleen was detected by his family physician. He was then referred 
to this hospital. The patient has been in good health until this admission. 
He showed numerous violaceous, firm, papular lesions, 4 to 6 mm. in size, 
with infiltrated bases scattered over the face, chest, and back. There was 
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prominent lymphadenopathy in the occipital, posterior, and anterior cervical, 
inguinal, axillary and submaxillary chains. The nodes were 1-3 cm. in size, 
firm and movable. They were nontender. 


Laboratory 

Data: Urinalysis: Negative. Hgb. 14.2 gm. per 100 cc; WBC 11,700; Seg. 46, Baso. 1, 
Band 10, Mono. 8, Lymph. 34. 

The Hgb. fell to 10.7 during the course of hospitalization. WBC remained 
stable, and the differential was noted to include 17 hematogones. The platelets 
fell from 172,000 to 32,000 and rose to 152,000 at time of discharge. The RBC 
ranged from 4,000,000 to 5,000,000. Hematocrit reading was 40%. 

Serology: Negative. 
Blood Chemistry: Normal. 
Bone Marrow: Normal cellularity with no tumor cells seen; normal number 
and character of megakaryocytes with increased number of hematogones. 
Chest x-ray: Showed prominent vessels in the hilar region, and possibility of 
hilar adenopathy could not be excluded. 

Skin biopsy: Showed lymphoma cutis. 

Lymph node biopsy: Confirmed the impression of giant follicular lympho- 
blastoma. 

Course : The patient received a course of TEM, 2.5 mg. for four days, without untoward 
effects. It was noted that his spleen became 50% smaller in size, and the nodes 
were noted to soften and decrease slightly in size. The skin lesions faded only 
slightly. .The patient was discharged symptomaticaly and clinically improved. At 
present he shows new cutaneous lesions on the chest with the disappearance of 
others. 


DISCUSSION 


Dr. ALFrep W. Kopr: I should like to know if the biopsy specimen from the skin area also 
showed a picture similar to the node specimen, that is, Brill-Symmers disease. We have been 
interested in this and have tried to find if any cases in the literature reported true Brill-Symmers 
infiltration in the skin. The differential diagnosis histopathologically becomes very difficult when 
one considers lymphocytoma cuti, which also has germinal centers. I should be interested to 
know if anyone in the audience has seen cases of giant follicular lymphoblastoma involving not 
only the lymph nodes but also the skin. 


Dr. AntHony E. Domonxkos: Dr, Andrews has a patient who had similar lesions on the 
forehead approximately six or seven years ago. That biopsy was read by Dr. Weidman. She 
did have Brill-Symmers disease. Dr. Fred Weidman did not know that when he made the 
diagnosis of giant follicular lymphoblastoma on the basis of the histological section. 


Dr. Wiipert Sacus: I hesitate to say this, but I believe that there is no such disease 
as giant follicular lymphoblastoma; it is not a disease entity but occurs secondary to many 
different diseases. 


Dr. Franx C. Comses: I wish to confirm what Dr. Sachs has said. Klemperer described 
patients with giant follicular lymphoblastoma at Mt. Sinai Hospital, but his cases had no 
cutaneous lesions whatever. They resembled those reported by Becker in 1901. Drs. Bluefarb 
and Douglas Symmers and I became interested in this entity associated with dermatoses and 
we reported it in 1941 (Arch. Dermat. & Syph. 44:409 [Sept.] 1941). However the changes in 
the lymph nodes in our cases were not neoplastic; they were inflamamtory. Therefore the 
term “lymphoblastoma” is incorrect. It should be called giant follicular lymphadenitis when you 
have the hyperplasia of lymph follicles in an inflammatory node. The condition developed as a 
sequence to several unrelated dermatoses, .including. chronic contact dermatitis, seborrheic 
dermatitis, chronic exudative lichenoid discoid dermatosis, mycosis fungoides, and idiopathic 
exfoliative dermatitis. Apparently the lymph node enlargement is a chronic irritative phenomenon 
secondary to scratching and minor repeated local infections. It is not a distinct entity. Some 
of our cases developed polymorphous cell sarcoma. I discussed this with Fred Wise many years 
ago and he agreed with this interpretation and thought that dermatopathic lymphadenitis was 
identical with our cases. : 


Dr. Geratp F. MacuaceKk: I wish to disagree with the last two speakers. I hate to 
disagree with anybody, but the point of the matter is that Symmers did write an article—I don’t 
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know whether in the Annals or Archives—about a series of cases of true chronic inflammatory 
dermatoses: adenopathy, lipomelanotic reticulosis, chronic inflammatory conditions. In James 
Ewing’s book on Oncology, you will see a picture of large germinal centers in a section of a 
lymph node which, according to him, is due to chronic inflammatory reaction, but, according to 
Symmers, there are evidently cases which he documented, that then go on to malignant 
lymphomas, to mycosis. The other category will have deviation, resembling mycosis fungoides, 
lymphosarcoma, or leukemia. Then we have (I personally have never seen them) generalized 
giant follicular adenoses of the skin. But I have seen the individual lesions that have germinal 
centers, and in some instances a breaking through, so that one does not know whether or not that 
lesion is going to be malignant, but they are not inflammatory. They are isolated. They are 
a growth. That, of course, is what might be called lymphocytomic, if you like. In some cases 
there is a definite breaking through, very much as one might find in the old concept of lympho- 
sarcoma. So I think the disease does exist as a morphologic entity in some patients, being purely 
an inflammatory reaction that you cannot tell from a blastomatous reaction. 

Dr. SamvueEt M. Peck: It is true that you may have changes in a lymph node secondary 
to chronic inflammation of the skin that’ resemble the case presented tonight, but I wish to 
bring out that when the Mount Sinai Hospital Pathology Department makes the diagnosis, which 
was presented tonight, they don’t mean changes secondary to pruritus, chronic inflammatory, or 
psoriasis. They definitely mean a lymphoblastoma.. I am sure that if we were to detail the 
discussion between Dr. Klemperer, the hematology department, and the internist, who know 
this case in detail, they would set us clear that they don’t mean secondary chronic inflammatory 
changes in a lymph node. 

Dr. Santos CHIANTELLA: I think Dr. Peck 2~:wered for me. I would say the skin biopsy 
does not show the lesion to be lymphomatosis, but the biopsy of the node confirmed the clinical 
impression of giant follicular lymphoblastoma. 


Lichen Myxedematosus (Scleromyxedema). Presented by Dr. ALFrep W. Kopr (Service 
of Dr. Jesse Tolmach). 


History : A 41-year-old white secretary was in perfect health until August, 1953, at which 
time- she developed muscle and joint pains, and coincidentally a fine lichenoid 
papular eruption on the dorsa of the hands, which then spread to the arms, ears, 
neck, and, finally, over a period of one month, became generalized. During the 
following six months, in addition to the papular eruption she developed thickening 
of the skin. 

[Notre: Until recently the patient had been under the care of Dr. H. A. 
Gottron (Tibingen, Germany) who described his findings in the literature 
(Arch. Dermat. u. Syph. 199:71-91, 1954). She was referred to Dr. Max Jessner, 
who in conjunction with the presenter, managed this case.] 

Examination: The entire cutaneous surface, with the exception of the palms, and soles, and 

: dorsa of the distal and middle phalanges of the digits, shows an eruption con- 
sisting of three components: First, there is a generalized dusky erythema. 
Secondly, there is marked thickening of the skin with accentuation of the larger 
skin folds. The face has a leonine appearance, and the texture of leather. The 
third feature consists of thousands of papules, 2-4 mm. in diameter, which in 
general remain discrete but in some areas are confluent or show linear arrange- 
ment. These papules are lichenoid, shiny, white to yellow in color, so that on first 
glance they appear not unlike superficial pustules or vesicles but on palpation 
they are found to be firm and noncystic. The changes described are most prom- 
inent on the external aspects of the extremities. There are some striae on the 
buttocks. Mucous membranes, hair, nails appear normal. 

B. P. 134/88; pulse 80. 


Laboratory 

Data: The essential features are (1) normal thyroid function; (2) mucinous deposition 
in the cutis histochemically. Urinalysis: normal; STS: negative; glucose 
tolerance : normal, with a slow downfall; CBU: RBC 4,500,000 per cu. mm.; Hb. 
12.7 gm. per 100 cc.; WBC 11,800 per cu. mm.; PMN 67%, lymphocytes 31%, 
monocytes 2%. 
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Normal Values Patient 

Bodimantaton PAW 65555 sis his I eave geseeanrdenn 15 mm/hr. 22.5 mm/hr. 
Radioactive iodine uptake... .........ccccecsccncencevceesvees 10%-50% 52.2% 
I iis 5555 Sew ica pin oa edad Mieees aban eyes oem enanteenne 10%-15% +6% 
RWUEOT ON: 6 sooo sin ck aed s vas Kas shb ee kans raekeehosnee shea 160-230 mg/100 ec. 165 mg/100 ec. 

BOIS oii sans coabncsines © sla hese s Rab eeeond oR uneeraKeees 100-150 mg/100 ec. 85 mg/100 ce. 

MGGGrTORBL -f 5 ok 5 is «ba Sede hese ts Veh abs aa kab wedes iakusens 40%-60% 51% 
PPO DOGNE: 1OGING ii. ci Sikes ees toes cexudedsureencace 3.5-8.0 1/100 cc. 4 ¥/100 ee. 
RTO UORORPONE 55 bo 6 55 sca cp en sks neghess paw na canes eseeate 5-14 mg/24 hr. 5.9 mg/24 hr. 

Histopathology 
and 


Histochemistry : Histopathology (Read by Dr. Arthur B. Hyman) (H & E): The epidermis 
is normal except for some increase of melanin in the basal-cell layer. In the 
uppermost cutis just beneath the epidermis there is a 50-100“ zone which shows 
slight edema, looseness of the connective tissue, and slightly more basophilia 
than the rest of the cutis but without “mucinous” changes. There is some capillary 
dilatation in the upper cutis. The most striking change is just below the sub- 
papillary zone and consists of scattered focal areas of mucin-like degeneration. 
These areas show accumulations of stellate and elongated cells, some histiocytes 
and occasional small round cells. The areas of mucinous degeneration are seen 
as light blue, finely granular, or fibrillar material predominantly between the 
connective tissue bundles. In relation to these areas the collagen bundles are 
somewhat fragmented and seem to merge with the mucinous material. The 
eccrine sweat glands, pilosebaceous apparatus, and subcutaneous tissues are 
unaffected. 


The findings of special stains are summarized below: 


Normal . 
, Connective Mucinous 

Stain Tissue Substance 
hae eS cers ee cae ae ge cee SEAN ys RRS ER eC ca aeons Pink Blue* 
Bo coteti ian Me MG oa es ais on Gag a oo hve cccosusaceeneoas Violet Reddish-blue 
MP MIEG TUBS sch sans ssocaecd a vhbaccs cos csncevevensteumeneee he Blue Purple* 
ING a5 ce Sa a aA Nek baboake cathe pam enene caNecheaberee Blue Blue 
ee nn PP SER BORER RABE GET OS RMD ES aL ops ROE LRP Orange Orange 
AIA DISD se 6 55 nwo S ov dc kes Loew deen chicas ceanes Neg. _ Neg. (only few ves- 

sels demonstrable) 

EOS 8S PRR OEE Osan OND PUD, Mor ep mn un OMNUgS cr Pai Neg. . Neg. 
BUPRRT OO 95 Sos p'n 55 bs bck Sis does Kav aubn sss wanes eo nen sebenene Neg. Neg. 


Acid orcein—normal elastic tissue, no evidence of fragmentation. 





* With these metachromatic stains moderate numbers of mast cells were identified within and surrounding 
the areas of mucinoid degeneration. 


Course : On April 21, 1955, treatment was begun with Meticorten, 40 mg. per day. There 
has been no change in her condition. 


DISCUSSION 

Dr. GeraLp F. Macuacex: I think it was worth coming to the Academy tonight just to 
see this case. Of all that I have seen it looks quite different under the microscope from the cases 
of myxedema. Clinically, of course, also one gets the impression—I say only impression—looking 
at the histology that it is a solid mass. You don’t see appendages hanging up in the air with 
blank spaces, with perhaps a little basophilic substance, which stains with the mucicarmine or 
other so-called specific stains. There are solid masses, and between them there are large cells and 
this pseudomucin or mucin laid down. In an. inflammatory reaction I have seen not dissimilar 
degenerations, but they were localized. Never have I seen such a case. I certainly appreciate 
having seen it. 

Dr. ALFRED W. Kopr: I do not feel that this belongs to the group of true myxedema as he 
mentioned other than perhaps in its, histopathologic similarity. The mucinous degeneration was 
not in a solid mass but rather in a patchy distribution. That is why one clinically sees the 
lichenoid rather than solid type of lesions which are seen on the anterior tibial areas in pretibial 
“myxedema” or in the plaque-like variety of this disease. 
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Montgomery and Underwood (J. Invest. Dermat. 20:213, 1953) culled 21 cases of this condi- 
tion out of the literature and reported on 6 additional cases. Dalton and Seidell (A. M. A. 
Arch. Dermat. & Syph. 67:194, 1953) described two similar patients. This case may represent 
the 30th case reported (Gottron, H. A.: Archiv. Dermat. u. Syph. 199:71-91, 1954). Bembenista 
and Kanzel described another case (A. M. A. Arch. Dermat. & Syph. 68:100, 1953). There 
remains the possibility that other cases have been reported in the literature under different 
titles, since I did not carry out a thorough review of the literature. 

The disease usually begins in the third decade with rapid onset and usually is of one or two 
years’ duration when it becomes generalized. 

Montgomery and Underwood described several clinical varieties of lichen myxedematous 
(scleromyxedema). One is the “generalized lichenoid papular type” that we saw tonight. The 
second is the “localized or generalized lichenoid plaque” form. The third is the “discrete papular” 
type, and the last is the “urticarial plaque and nodular form” usually ending in the lichenoid 
variety. ‘ 

As far as the etiology is concerned, no one knows exactly the cause of this disease. We do 
know there is no thyroid dysfunction. Some feel there is an abnormality in the hyaluronidase 
and/or hyaluronic acid metabolism of the ground substance. Since some workers have reported 
that steroids have an antihyaluronidase effect. Meticorten was used in this patient as a 
therapeutic agent. 

As far as the differential diagnosis is concerned, one must think of the generalized type of 
true myxedema associated with hypothyroidism. 

As to the terminology, the first case was probably presented by Dr. Dubreuilh in 1906 (after 
Montgomery and Underwood) in which he considered its being a variety of scleroderma. Dalton 

_and Seidell chose the term “papullar mucinosis,” trying to bring the word “myxedema” out of 
the terminology. Allen Lorenz from Chicago described this condition under the term “lichen 
fibromucinoidosus,” and that perhaps is the best term for this condition. Montgomery and Under- 
wood described their series of cases as “lichen myxedematosus.” Our case was thoroughly 
reported as “scleromyxedema” by Gottron, who gave Arndt credit for first employing this term. 

In summary, it is a disease which has generalized, lichenoid papules. The essential feature of 
the histopathologic findings is mucinous degeneration. There is no associated disturbance in the 
thyroid function. No response has been seen following one month’s medication of 40 mg. of 
Meticorten per day given orally. 

Dr. JonN BEMBENISTA: We presented a similar case in Cleveland about two years ago, and 
this was a man about 50 years of age who worked in the Laundry Department, Cleveland City 
Hospital. This condition lasted four or five years before we saw him. A complete work-up had 
been done. As in Dr. Kopf’s case we found no abnormality of any endocrine glands. The thyroid 
gland was normal. On examination histopathologically we found the same thing as found in this 
case. Dr. Dalton discussed this case at Cleveland at the Dermatological Society meeting and 
concurred with the diagnosis. This case presented tonight is very typical of the patient we showed 
in Cleveland. 





Epidermolysis Bullosa Congenita in Twins. Myasthenia Gravis (Girl). Presented by 
Dr. SAMUEL Peck and Dr. Santos CHIANTELLA (from the Dermatology Service, Mount 
Sinai Hospital). 


Patients : A boy and a girl, 9 years of age have had a bullous eruption since birth. Myas- 
thenia gravis was noticed in the girl after birth. 

Family 

History : The parents are first cousins. The first pregnancy resulted in a miscarriage. 


There is one brother of 18 who suffers from myasthenia gravis. There was hyper- 
tension and renal impairment during the pregnancy. While the mother was 
pregnant with the twins she again suffered from the same complications. They 
were delivered six weeks prematurely by Caesarean section. The mother’s sister 
has one son who also has myasthenia gravis. There is a history of diabetes in 
the grandparents. No other known case of epidermolysis bullosa or myasthenia 
gravis in their ancestors: 

Both children show active lesions of E. B. as well as scarring and nail 
changes. There are areas of permanent alopecia in the boy’s scalp where he 
previously had bullae. 
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The children’s mental development seems to be normal. They are now 
attending the third grade. 

Previous treatment consisted of local applications. 

Several: months ago the boy was put on Hydrocortone tablets, 20 mg. q. d., 
by his pediatrician. The dose was gradually reduced, but no precautions as to 
low salt intake were taken. The patient gained 14 lb. When Hydrocortone was 
discontinued about three weeks ago, the patient’s condition became worse. He 
is taking vitamin A, 50;000 units t. i. d.,and ascorbic acid, 250 mg. t. i. d. 
Both children are now receiving a course of ultrasound therapy. 


DISCUSSION 

Dr: Davip Buoom: I believe that the association of epidermolysis bullosa and myasthenia 
gravis in this case is coincidental. Not infrequently there is an association of several hereditary 
conditions in the same individual. Myasthenia gravis, like epidermolysis bullosa dystrophica, is a 
hereditary recessive disease, for several families have been reported wth this abnormality. The 
presence of the abnormality in siblings, together with the fact the parents are blood relatives, is 
a good example of a recessive autosomal, disease. 

Dr. Maurice J. Costetto; I don’t know how many men in this audience have seen cases 
of epidermolysis bullosa with the so-called bifurcate esophagus or diverticulum of the esophagus. 
That is something that I have observed recently in a case of epidermolysis bullosa at Lenox Hill 
Hospital and in a case of dyskeratosis congenita presented by Garb (Garb, J., and Rubin, G.: 
Arch. Dermat. & Syph. 50:191-198 -[Sept.]_ 1944) these findings indicate the striking relation- 
ship between these congenital dyscrasias. 

“Dr. Santos CHIANTELLA: I don’t think we have the correlation of epidermolysis bullosa: 
congenita with myasthenia gravis either in the literature or from experience. The case is under 
therapy, and we have only given two applications. We will give about 10 applications of ultra- 
sonic waves. : 

Dr. Samuet M. Peck: I think Dr. Chiantella has a very interesting reason why we 
presented this case. We admitted the child-into the hospital for treatment with ultrasound, 
because he has had’an unusual wide experience with that modality. I just wish to call the atten- 
tion of the Section to it because the therapy has not been carried out long enough. But since we 
plan to keep the case in the hospital for quite some time we may have an opportunity of showing 
the results or lack of-results at some future meeting of the Academy. 

Dr: CHARLES WOLF: Will you tell us where the waves are applied? Is it general application? 


Dr. Samuet M. Pecx: Local. 


Keratoacanthoma (Treated). Presented by Dr. HAsKELL M. RoseNBAUM. (from Veterans 
Administration Hospital, Bronx, N. Y.). 


Duration : Three months (three weeks when treated) 
Site: Bridge of nose : 
History : A 67-year-old white man was admitted to the Bronx V. A. Hospital on March 


10, 1955, for treatment of a “growth” on the nose of two to three weeks’ dura- 
tion. This lesion started as a small “pimple” over the bridge of the nose and 
grew steadily and rapidly larger. There was no bleeding, no pain, and no 
discharge from the lesion. 

Examination: Over the bridge of the nose was a round, elevated (2-3 mm.) well-demarcated 
tumor, slightly red, with an inflammatory border and a soft verrucous center. 
Near by are a group of comedones below the right inner canthus of the eye. 


Treatment : On March 11, 1955, under local procaine anesthesia, the lesion was cut flush with 
the skin, and the base desiccated. 
Biopsy : Under low power the epidermis seems to form a buttress about a large crater 


filled with loosely laminated keratin. The epidermis forming the lesion is moder- 
ately acanthotic and verruciform. The prickle cells are normal in appearance 
with some areas where they are larger and pale-staining. The basal layer is 
intact. There is a moderate infiltrate in the cutis consisting of lymphocytes and 
polymorphonuclears, with some eosinophiles. There is some exocytosis. 
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DISCUSSION 


Dr. HasKELL M. RosENBAUM: We presented tonight a group of three patients with the 
same condition. Two were treated and one: was untreated, and we presented that patient with 
some misgivings because these lesions are often. very difficult to distinguish clinically. However, 
they are all characterized by very rapid growth and by a similarity of appearance in that they 
present either a large conical papule with a central horny plug, or a flat-topped papule with a 
central crater filled with a keratinous crust. They all resemble very closely the rapidly growing 
button type of squamous-cell carcinoma of the face, or pyogenic granuloma, or a giant molluscum 
contagiosum. The histological picture is not diagnostic per se, but when correlated with the 
clinical picture is-very helpful. They have a very characteristic appearance under the low power 
of the microscope, having an acanthotic epidermis which arises as a sort of buttress or volcano- 
like structure around a crater filled with keratin. The acanthotic epidermis beneath the crater 
has many large pale cells, with a few mitotic figures, and some cells which are undergoing 
keratinization. There is a dense small round cell infiltrate in the upper corium with invasion of 
the epidermis. It is most apt to be confused with a very low-grade squamous-cell carcinoma, 
rather than the highly anaplastic tumor that one would expect of a very rapidly growing 
squamous-cell carcinoma of the face. 


We have also been rather intrigued by the recent apparent increase in the incidence of the 
condition at our hospital and elsewhere. 


Lymphocytic Infiltration of the Skin. Presented by Dr E. WILLIAM JEWELL. 

Lymphoblastoma. Presented by Dr. HERBERT H. HERR. 

Case for Diagnosis: Lichen Sclerosus et Atrophicus? Morphea? Presented by Dr. W. ANDERSON. 
Keratosis Palmaris et Plantaris, Congenital, on a Woman of 62. Presented by Dr. WILLIAM BURROUGHS. 
Case for Diagnosis: Leukemia Cutis? Presented by Dr. W. W. QUISENBERRY. 


Case for Diagnosis: 1. Neurodermatitis? Acrokeratosis Verruciformis? (Hands). 2. Neurovascular Corns 
(Right Sole). 3. Neurodermatitis (Arms). 4. Stasis Eczema (Right Leg). Presented by Dr. CAROL BAHCALL. 


Herpés Zoster. Presented by Dr. Davi BLoom and Dr. M. A. CENTRERAS. 

Malignant Melanoma. Presented by Dr. WILLIAM BURROUGHS. 

Pemphigus Vulgaris (Under Complete Control with Iydrocortisone). Presented by Dr. M. COHEN, RESIDENT, 
Manhattan VAH. 


Case for Diagnosis: Nodular Subepidermal Fibrosis? Dermatofibrosarcoma Protuberans? Presented by Dr. 
HERBERT H. Herr. 


Fox-Fordyce Disease. Presented by Dr. M. M. Key. 


Case for Diagnosis: Telangiectatic Type of Lupus Erythematosus? Poikiloderma of Civatte? Presented by 
Dr. Harriet D. JAMEs. 


Lymphoblastoma. Presented by Dr. Samuet M. Peck and Dr. SANTOS CHIANTELLA. 

Chronic Trichophyton Purpureum Infection with (?) Trichophytid. Presented by Dr. HasKELL M. ROSENBAUM. 
Ehlers-Danlos Syndrome. Presented by Dr. HASKELL M. ROSENBAUM and Dr. THomas D. REEs. 
Keratoacanthoma (Treated). Presented by Dr. HASKELL M. ROSENBAUM. 

Psoriatic Erythroderma. Presented by Dra. WEINREB and Dr. Woop. 


Case for Diagnosis: Mal de Meleda? Keratosis Palmaris et Plantaris? Preserited by Dr. FREDERICK SWANSON 
and Dr. VERNAL G. CAVE. 


Timothy J. Riordan, Chairman 
Wilbert Sachs, Secretary 


Oct. 4, 1955 
Fibroxanthoma Multiplex. Presented by Dr. Franx E. Cormia. 
Duration : 10 years. 
Sites : . Scattered. 
History : A 57-year-old man of Russian-Jewish extraction, has gradually developed 


cutaneous tumors, subcutaneous lesions adjoining the joints, and tendonous 
infiltrations during the past 10 years. The lesions have been asymptomatic. 

A brother had diabetes and died of coronary artery disease. His mother died 
of asthma. He has mild effort dyspnea and intermittent claudication. Diabetes 
was found 15 years ago. He takes 42 units of protamide zinc (40) insulin daily. 

Examination : Xanthelasma, eyelids. Tendonous infiltrations, subcutaneous tumors around 
elbows and fingers. Multiple yellowish-red tumors over thorax, abdomen, and to 
a less extent on the extremities. Atrophic and pigmentary lesions over tibiae. 
Mild obesity. Blood pressure 170/100. 
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Laboratory Mazzini: negative; x-rays: mild osteoarthritis of dorsal spine; skull, pelvic, 

Data: and chest x-rays normal. ECG: some coronary artery and myocardial disease. 
Urine: normal. Blood cell count: Hgb.—17.2 gm.; WBC—16,900; RBC— 
6,500,000-7,000,000; differential—normal; hematocrit reading—52% ; platelets— 
62,000 to 80,000. 

Blood Chemistry: urea nitrogen—13 mg.; blood sugar—80 to 154 mg.; 
alkaline phosphatase—2.2 units; bilirubin—1 mg.; thymol turbidity—4 units; 
cephalin flocculation—2; total protein—6.4 gm.; albumin—4.3 gm.; globulin— 
2.1 gm.; total cholesterol—230 mg.; 4-lipoproteins—3.8%; 8-lipoproteins— 
85.2% ; cholesterol-phospholipid ratio, unfractionated plasma—1.0 (normal 0.8) ; 
alpha fraction—0.46 (normal), beta fraction—1.25 (normal). Stools—negative 
for blood. Bone marrow aspiration—normoplastic except for paucity of mega- 
karyocytes. 

Biopsy : There is a large cellular mass throughout the cutis. The mass is composed of 
spindle-shaped cells (fibrobiasts) and foam cells. The overlying epidermis is 
thin and flattened. 

Diagnosis: Fibroxanthoma. 


DISCUSSION 


Dr. Georce C. ANDREws: This is a very interesting and difficult case because the man has 
the symptoms and signs that usually go with primary essential xanthomatosis with hyper- 
cholesteremia, and he does not have the hypercholesteremia. Cholesterol, other lipids, and 
phosphatides are apparently normal in the blood. So one has to consider whether this is a case 
of secondary xanthomatosis associated with diabetes with the deep tendon xanthoma and the 
cardiovascular changes that we usually see in the primary type. That does not sound very 
plausible either because the blood lipids are normal. So one might consider some type of 
reticulosis in which xanthomatous lesions have appeared. I did not see the slides. I understand 
the lesions are very fibrotic and I really don’t know how this case can be classified. 

Dr. Victor H. Witten: The father and mother, as far as is known, had no hyper- 
cholesteremia, no heart disease, no xanthelasmas, no arcus senilis, or other findings that might go 
with hypercholesteremia. There were other members of the family, however, who did have 
coronary disease and presented findings that would perhaps indicate that some place in the family 
tree there was a genetic tendency toward hypercholesteremia. 

If there is heterozygous abnormality in the individual then only the hypercholesteremia is 
found. If the abnormality is homozygous, we would expect skin lesions along with hyper- 
cholesteremia. As Dr. Andrews mentioned, this patient does not have any such blood abnor- 
malities. The distribution of the lesions on this patient is not characteristic of any of the common 
essential hypercholesteremic xanthomatoses. The blood findings place it in the normal cholester- 
emic group. The findings are of no help to us in establishing the cause. There are no distinct family 
findings to make heredity a factor and there were no abnormalities in the circulating blood to 
make hypercholesteremia a factor. Even his serum was clear with no alterations in the circulating 
lipids, thus ruling out hyperlipemia as a cause of the xanthomatous lesions. 


Dr. Davip Broom: If this. patient had had a higher content of cholesterol in his blood, 
nobody would doubt the diagnosis of xanthoma tuberosum, or, as it is now called, “primary 
hypercholesteremic xanthomatosis,” in spite of the fact that these tumors are sessile, which is 
unusual. This patient shows in addition to the skin lesions cardiovascular involvement, and there 
is a history of several members of the family being affected with cardiovascular disease. One 
has to consider that 230 mg. of cholesterol per 100 cc. in the blood is on the border line of normal 
and abnormal. This figure has been considered at University Hospital as the highest limit of 
normal by Dr. Bruger. Besides, another or several blood cholesterol examinations might show a 
higher figure. Examination of other members of the family, particularly those affected with 
cardiovascular disease, will confirm or refute the diagnosis of xanthoma tuberosum, for one 
should expect that half of his children and half of his siblings and possibly one of the parents 
should show hypercholesteremia, if we are dealing with xanthoma tuberosum. 

The normal content of neutral fat in the blood would eliminate eruptive xanthomatosis as it 
is seen in hyperlipemia associated with diabetes. However, there is still a possibility that under the 
influence of hyperlipemia which might have existed in this patient at one time, these xanthoma 
tumors have formed, and they have not disappeared because of the marked fibrosis of the lesions. 
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Dr. GeorcE M. Lewis: In addition to what the two last speakers mentioned, does this 
patient not also have xanthelasma? 


Dr. FRANK E. Cormta: Yes. 


Dr. Georce M. Lewis: When Dr. Cormia took the detailed history he obtained some 
interesting information about the diet which probably was not on the protocol. This case presented 
a most unusual clinical picture and the findings at first appeared contradictory. From the char- 
acter of the lesions, which are very firm, and the histologic structure, the larger lesions appear 
to be in the group of fibroxanthomas, but a final evaluation may depend on further biopsy studies 
and other tests. 


Dr. Frank C. ComseEs: I want to agree with the diagnosis of this case as presented and I 
agree 100% with what Dr. Bloom has said. We have done a great many cholesterol determina- 
tions, for one cannot place much credence on an individual determination. They will vary if taken 
over a period of several weeks. Pomerantz has shown that they will vary as much as 100%. 
He himself is unable to place much credence on the cholesterol. It is true that there is more to be 
learned about lipid metabolism than a total cholesterol determination. One should rely more on 
the relationship between the phospholipids and cholesterol. In this case the relationship is normal, 
as has been brought out. I think, however, that here we have sufficient evidence to say that this 
patient has a disturbance in his reticuloendothelial system. I agree with the diagnosis of fibro- 
xanthoma, as has been presented, regardless of the cholesterol. 


Dr. Frank E..Cormia: Certainly the xanthelasma may be explained on the basis of the 
diabetes, but it was the consensus of our medical department that the diabetes per se was 
probably not responsible for this condition. Although recognition of the diabetes preceded the 
appearance of these lesions by some years, I should point out also that this man has polycy- 
themia and he has quite a marked reduction of platelets, but I am assured also that that is not 
uncommon in people of Russian-Jewish extraction and probably has nothing to do with this 
picture. It is a striking and amazing thing about the food which this man has eaten over the years; 
the amount of fat in his diet has been tremendous. For years he drank five or six quarts of milk 
a day and a half pint of cream, ate a dish of calf’s brains and six or eight eggs a day. It is 
small wonder to me, although I can’t elucidate the mechanism involved, why he didn’t develop 
more than he did, diabetes included. 

It is true that this man’s brother died of a coronary attack. We have not had a chance to 
check the lipids thoroughly in the family. That will be done. It is also true that he has some 
electrocardiographic evidence of mild coronary or myocardial disease, but this again has not been 
considered by our medical department as being unusual in a man of this age, with his diabetes, 
perhaps beginning arteriosclerosis, and so forth. So we are still at a loss as to how to classify 
his lesions and we will do more studies. I am sorry that the spectacular nature of the case pre- 
cluded any discussion of treatment. He happens to be a private patient of mine and I don’t know 
how to treat him. I suppose one might use a cutting current’ and remove five or six of these 
lesions at one time. There is so much fibrosis one wonders whether any medical type of therapy 
would be of value. Some of the suggestions I have received are to inject cortisone, to inject 
heparin, even to inject hormones locally into the base of the lesions. 


Case for Diagnosis: Mycosis Fungoides (?). Presented by Dr. Samuet M. Peck for 
Dr. S. CHIANTELLA. 

History : A 53-year-old white woman was first seen by private physician, with eight 
years’ history of a pruritic generalized eruption. In 1954 patient was hospitalized 
in New York University Hospital, where several biopsies were done, showing 
chronic dermatitis (? neurodermatitis). Bone marrow in April, 1954: mild 
granulocytic hyperplasia. Patient was treated mainly with x-rays. The entire 
body was divided into 25 areas, and she has received a total of two skin units to 
back area from April, 1954, to July, 1955. There was some temporary improve- 
ment from x-ray therapy. 


Clinical On physical examination a multiformity of lesions were seen on the entire 

Findings : skin surface, consisting of raised erythematous, scaly discoid patches with central 
depression. The lesions are of vivid shades of red. 

Laboratory Urine: normal. Hgb.—14.5 gm.; RBC—4,910,000; WBC—14,960; lympho- 

Data: cytes—6% ; monocytes—1%; platelets—244,000; BUN—8;. glucose—141 mg.; 
Na—147 mg.; K—5.4 mg. ; total cholesterol—264 mg. per 100 cc. Normal sternal 


marrow. 
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Biopsy : Microscopic examination reveals small segment of skin showing chronic 
inflammation in the corium. The epidermis appears of approximately normal 
thickness, although in most areas it has been cut tangentially and this is difficult 
to judge. There is slight parakeratosis. The inflammatory cells are seen in the 
upper corium and consist chiefly of lymphocytes and histiocytes. There is con- 
siderable melanin in the upper corium, some of it within histiocytes. 

Diagnosis: Chronic dermatitis. No evidence of mycosis fungoides. 


DISCUSSION 

Dr. Maurice J. CosTELLo: I think this case is a type of mycosis fungoides which. is 
frequently misdiagnosed. Dr. Cipollaro and I through the years have presented independently 
probably a dozen cases at the various dermatological societies of this disease which the patient has 
had for years, which. might be referred to as a telangiectatic or poikiloderma-like type of 
granuloma fungoides, which is diagnosed as parapsoriasis, is radioresistant, and which oftentimes 
the dermopathologist has great difficulty in diagnosing. 

I still think that the best.and safest treatment of granuloma fungoides, in spite of TEM, 
nitrogen mustard, etc., is roentgen rays. You can use it frequently and safely and it is applied 
to the same area. 

Dr. GeorGe C. AnpREws: I would like to rise to corroborate what Dr. Costello has said, 
that these newer remedies, such as triethylenemelamine, TEPA, and so forth, are dangerous to 
use on patients with mycosis fungoides, are frequently lethal, and should not be used. The old 
treatment with x-rays is safer and more beneficial. We have had several patients that have 
succumbed to neutropenia after using the newer remedies. 

Dr. Frank C. Comspes: There are many other ways to treat this patient. Certainly x-ray 
therapy is most efficient in the fungating stage where the tumors seriously interfere with the 
patient’s health and with his locomotion. Since the amount tolerated is limited, I think this type 
of therapy should be reserved and I see no reason to treat him at this time with it. It certainly 
is only palliative and in no sense curative. . 

Dr. Maurice J. CostELLo: Most patients with granuloma fungoides respond well to a few 
superficial doses of roentgen rays. One or two treatments clear up the lesion. The lesion seldom 
recurs in the same location, and therefore roentgen rays are seldom applied to the same site. 
{ think Dr. Behrman reported a case where an astronomical amount of x-rays was given to 
the patient with granuloma fungoides. The idea is that no single area is treated frequently enough 
to cause radiodermatitis. 

Dr. Hans H. BiserstE1n: This case had different courses of therapy, and notwithstanding 
the fact that patients with mycosis fungoides stand a lot of x-ray, there is a limit sometime. There- 
fore I would suggest in this case the use of a medicament which is helpful and very efficient 
in mycosis fungoides, and that is arsenic. 

Dr. Howarp T. BEHRMAN: In the case to which Dr. Costello referred, the patient had 
been treated at Mount Sinai Hospital for almost 25 or 30 years and during this period of time 
received at least 100,000 r of x-ray therapy. Never at any time were there any changes in the 
skin that we would associate with features of chronic radiodermatitis or any changes in the 
blood or bone picture, and when this patient was presented she had very few lesions. 

Dr. JerF Davis: Since the various forms of treatment that have been used in this patient 
were not successful, including x-ray therapy, and since this is a malignant disease of long 
duration, you must find some other treatment for it. I would suggest trying the potassium form 
of PABA that Curtis recommended. It may be helpful in large doses. 

Dr. SAMUEL W. Peck: It is true that mycosis fungoides responds best to x-ray when it 
responds at all. When I find what I consider clinically a mycosis fungoides which does not 
respond to x-ray, then I begin to worry about my diagnosis, or at least I don’t pursue the x-ray 
too far in that instance. 


Kaposi’s Hemorrhagic Sarcoma. Presented by Dr. ANrHony C. CreoLztaro for Dr. MILTON 


REISCH. 
Duration: Two years. 
Site: Lower abdomen. 
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History : A 16-year-old white youth, of Italian parentage, developed an ecchymotic 
lesion across the lower abdomen two years ago. The lesion grew rapidly for 
six months and has remained stationary since. There is occasional itching asso- 
ciated with lesion. 


Examination : Over the lower abdomen extending from umbilicus to symphysis pubis and 
laterally to iliac crests, there was a purplish-red lesion whose surface was 
papillomatous. There appeared to be marked increase of lanugo hairs in the 
area. There was an associated marked hyperhidrosis. Beads of sweat were 
visible to the naked eye. 


Laboratory 
Data: Mazzini test—negative. 

Biopsy : Two biopsies were performed. There is some hyperkeratosis and acanthosis. 
The upper cutis is edematous and pale-staining, with numerous newly formed 
blood vessels and increased cellular formation (endothelial cells) surrounding the 
vessels, 

Perls’ stain—positive, large brown deposits (hemosiderin). 
The slide was examined by Dr. Arthur Purdy Stout, who felt that the biopsy 
findings were not those of hemangiopericytoma. 

Course : The patient was given x-radiation. The lesion was divided into two areas. 


Each area received a total of 600 r (100 r was given weekly for six treatments). 
Factors 100 kv.,; 5 ma., TSD 30 cm., filter 3 mm. Al, HVL 3.6 mm. 

As a result of the therapy, there has been a decrease in the thickness of the 
lesion, with associated decrease in sweating. 


! DISCUSSION 

Dr. Davin Broom: Assuming that the histopathologic changes are agreed by several 
pathologists to be those of multiple idiopathic hemorrhagic sarcoma of Kaposi, this case is 
unusual for the following reasons: First, Kaposi’s sarcoma occurs in the second decade only in 
about 2% of the cases. Second, the first localization of the disease is in the greatest majority of 
cases on the distal parts of the lower extremities and not on the trunk. Third, the rapid 
extension of the lesion within six months to form a-large plaque has not occurred as far as 
I know in any case reported in the literature. Fourth, the occurrence of one lesion instead of 
multiple lesions is also unusual. The name “multiple idiopathic hemorrhagic sarcoma” obviously 
does not apply to this case. However, it is possible that other lesions will follow later, maybe in 
several years. At the present, therefore, a diagnosis of Kaposi’s sarcoma cannot be made with 
certainty. An alternate to this diagnosis is “angioendotheliomatous nevus.” However, the differ- 
ence between the diagnosis of Kaposi’s sarcoma and. angioendotheliomatous nevus is essentially 
not very great if we favor the theory that Kaposi’s sarcoma is a developmental malformation 
of mesenchymal cells from which the vascular system is derived. The diagnosis of Kaposi’s 
sarcoma whould imply extensive involvement of the mesenchymal cells, involving many areas of 
the skin and marty organs, while a nevus.would imply a circumscribed involvement of the 
embryonic cells. 

Dr. ArtHuR B. Hyman: On histologic grounds the slides showed nothing but massive 
hemorrhage. One can make out neither Kaposi’s disease nor any other definitive condition. On 
the other hand, I do not think that one should put this into the hamartomatous or nevoid group 
of disease. There was substantial increase of blood vessels in the deep cutis. The massive 
hemorrhage en the top was I think not artifacition, but part of the very condition. So taking 
everything into consideration, and leaving the possibility of other diagnosis as time goes on, 
I would accept the diagnosis of Kaposi. 

Dr. SAMUEL M. Peck: I think there is one good therapeutic differential point between a 
vascular tumor that we call Kaposi sarcoma and a nevus. A nevus tends to be radioresistant. 
We know a Kaposi sarcoma responds very easily, dose for dose. 

Dr. Cartes Wo tr: I would call it acanthosis nigricans of the juvenile type. Unless tumors 
develop within the next few years, I think that the diagnosis of Kaposi sarcoma should be held 
in abeyance. 

Dr. WILBERT Sacus: I am willing to accept the diagnosis of Kaposi from the slides but not 
clinically. I do not believe it is a nevus, but I think it may be some other form of angioblastoma. 
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Dr. Jerr Davis: I doubt that this is a Kaposi sarcoma, despite the fact that such lesions are 
infrequently seen in younger persons. I do not think it is in the proper anatomical location, and 
it has not responded to x-ray. This patient has had no further lesions. Kaposi sarcoma does 
not appear as a single massive tumor of this sort. It occurs as multiple small individual tumors. 
We often find that the pathologist will diagnose an unusual lesion of this type as a Kaposi sarcoma 
when there is a vascular element present in a lymphangioma. This is a massive lymphangioma, 
and I believe it should be removed by surgical excision followed by grafting. 

Dr. Frank C. Comses: I agree with Drs. Hyman and Sachs in their interpretation of this 
case, aithough it is certainly different from Kaposi’s original description. One feature not 
mentioned by Kaposi is the hyperhidrosis. I had an opportunity to examine this patient before 
he was treated. At that time the surface of the lesion was studded by vesicles of miliaria 
crystallina, each sparkling like a diamond. Kaposi never described this. There are other features 
that make me feel with Drs. Sachs and Hyman that this lesion, if not Kaposi’s sarcoma certainly 
resembles it in its histologic and clinical features. 

Dr. Jerr Davis: Hyperhidrosis has been described in association with Kaposi sarcoma. 

Dr. Frank C. Compes: Kaposi did not describe it. 

Dr. Jerr Davis: It has been more recently. It is in any vascular lesion, so it is not diagnostic 
of Kaposi’s disease. 

Dr. AntHony C. CreoLttaro: We asked particularly for discussion on diagnosis, and the 
reason why we did it is because we at the New York Hospital are not entirely certain of the 
diagnosis. This is a most unusual clinical lesion, and the combined experience of the men at the 
New York Hospital has not been sufficient to make a definitive diagnosis, even tonight, and I 
am glad to see there is some confusion that exists in the minds of some of the people here. I think 
that Dr. Hyman has the opinions regarding this case that we have. Considering everything, a 
diagnosis tonight of Kaposi sarcoma must be entertained until we come up with a better one. We 
considered calling this an angioblastoma. There are some nevoid features, such as the presence 
of lanugo hair and excessive perspiration, which confuse the clinical picture. This boy had hyper- 
hidrosis as Dr. Combes described, and still has to a limited degree. From my observation, I would 
say that there has been considerable response to x-ray therapy. The infiltration is less; the hyper- 
hidrosis has decreased ; the lanugo hair has not changed at all, and some of the subjective symp- 
toms have decreased. Certainly these changes would not have taken place in a nevoid condition 
because the amount of radiation has been very minimal. I see nothing to support the diagnosis of 
acanthosis nigricans. 


Scleroderma Treated with Ultrasonic Therapy. Presented by Dr. Samuet M. Peck for 
Dr. S. CHIANTELLA. 

History : A 34-year-old, white, married woman complained of swelling and stiffness 
of the fingers of seven months’ duration, stiffness in left knee of two months’ 
duration. Seven months ago, while hospitalized for toxemia during the eighth 
month of her second pregnancy, patient noted the appearance of waxiness of the 
fingers of both hands. Prior to this, the patient had an episode of bilateral non- 
tender elbow swelling, subsiding spontaneously with no residual stiffness. There- 
after she noted some pain and abnormal blanching of fingers in cold weather 
which persisted throughout the winter. 


Clinical During the past seven months, the patient has noted shiny, waxy, tight skin 
Findings : in both hands, with loss of normal markings, extending along the extensor 
surfaces of both forearms, more marked on the right sides, and limitation of 
flexion and extension in all digital joints. 
Course of Patient received a course of 12 applications of ultrasonic therapy in water 
Treatment : immersion with the following dosage: 2 watts per sq. cm., 3000 kilohertz, begin- 
ning with 5 minutes each application and increasing to 15 minutes, three times a 
week, with improvement of the turgor of the skin and less limitation of flexion 
and extension. 
DISCUSSION 
Dr. J. Lowry Miter: I think this case falls in the group of acrosclerosis rather than 
scleroderma. There may be some advantage in differentiating between scleroderma and acro- 
sclerosis. The prognosis as a whole and even without treatment is better in acrosclerosis than in 
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scleroderma. The real interest in this case is the evaluation of the effect of ultrasonic therapy. 
Since acrosclerosis is a disease that develops bilaterally, it would be ideal to treat one hand and 
use the other as a control. 


Dr. Victor H. Witten: If I am not mistaken, only one hand was treated with the ultra- 
sound transmitted through water. I did not know that this was possible and would like to ask 
Dr. Peck if that is correct. 

Considering that the diagnosis was scleroderma, I questioned the patient concerning therapy. 
She said that she had received 2 tablets of Aralen daily for about three weeks, when it was dis- 
continued. There are reports of cases of scleroderma that have benefited from Aralen. Dr. Sulz- 
berger and I have a definite case of generalized scleroderma which has been helped considerably 
by Aralen. The drug should be given a trial of at least several months. This approach might be 
kept in reserve until after the study with the ultrasound has been completed. 


Dr. AntHony C. Crpottaro: I should like to hear something about effects of the ultra- 
sonic therapy. It is something new. We are going to hear more of it. As far as I know the 
physiological effects of ultrasound are the same as those of heat except that with ultrasound the 
effects are deeper and more penetrating. They may be of such an intensity as to destroy under- 
lying structures, including necrosis of bone. One would expect some improvement in treating some 
cases of sclerederma by heat application, whether the heat is from ultrasonic waves, diathermy, 
or a hot bath. 

Dr. FrEpERIcK Retss: In addition to Dr. Cipollaro’s remark that the effect of ultrasound 
is primarily a heat effect, there are also profound changes through the vibration of the ultra- 
sound in the protein structure and also in the cell membranes. Our investigations with ultra 
sonic waves on fungi demonstrated by electron microscope the disruption of the cell membrane 
and the oozing out of protoplasm. 

Dr. ArtHuR B. Hyman: I should like to mention a method of treatment which has me 
used in England, the oral administration of phenylcinchoninic acid. 


Dr. JoHN Groopman: I have had two cases recently that showed a very good response to 
neostigmine methylsulfate 1: 300 in 2 cc. doses daily for 7 to 10 days. Its benefit is similar to 
that in myasthenia gravis, although no one knows exactly how it works. 

Dr. Victor H. Witten: Dr. Sulzberger and I had an opportunity to use hydroxyphenyl- 
cinchoninic acid in the treatment of a patient with scleroderma whom Dr. Milne was kind enough 
to see with us. The results were unsuccessful. It can be a dangerous drug and, if I am not mis- 
taken, is very difficult to get. 

Dr. S. CHIANTELLA: We do not know exactly how ultrasonic therapy works. We do know 
that it has a number of mechanical effects such as micromassage, heat production, and chemical 
and physical alteration of the protein molecule. It has been stated that there are several secondary 
chemical effects, such as production of histamine-like substance and catalytic and osmotic effect. 
There has been demonstrated a neurocirculatory action with the production of hyperemia. In 
some instances, even an analgesia has been produced. 

All these actions previously described, especially the action on the sympathetic nervous 
system, seem to lend themselves particularly to the treatment of scleroderma. There it seems to 
affect the metabolism locally, and not only improves circulation but actually, through this type 
of mechanism, seems to increase local nutrition. I have treated a number of cases of localized 
scleroderma. After 12 treatments with ultrasonic therapy, the lilac ring disappeared; the infiltra- 
tion and turgor of the skin decreased. When the process was localized on the hands, as in the 
patient we are presenting tonight, it was very striking to see that after a few treatments, move- 
ment of the fingers was markedly improved and the pain and stiffness had decreased. Perhaps 
the greatest use of ultrasonic therapy will be in association with other methods, both internal and 
external. 


Otophyma. Presented by Dr. ORLANDO Canizares for Dr. WILLIAM ANDERSON. 


Duration : Nine years. 
Site: Ears. 
History : A 42-year-old white man had an onset of cystic lesions and abscesses on face, 


back, groin, and axillae starting at age 33 and persisting since that time. 
Associated with this eruption there has been gradual thickening of the tissue 
of the external ears, with resulting gradual hearing loss. 
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Examination : There are thickened nodules and plaques on the ear lobes. The meatus and 
external auditory canals are almost occluded by diffuse, thickened, moderately 
firm nodular change in the skin and canal lining, extending to 1.5 cm. within 
the canals and obscuring the tympanic membranes. There are well-healed graft 
sites in the axillae and groin. 

The face, chest, and back are entensively involved in a cystic acneform erup- 


tion. 
Laboratory Urinalysis—negative; VDRL—negative; WBC—6900 with slight shift to 
Data: the left; F. B. D—87 mgm. per 100 cc. Chest x-ray shows no abnormalities. 
Biopsy : There is a slight atrophy of the epidermis. Scattered through the cutis are 


many small inclusion cysts lined with epidermis and filled with keratin. Many of 
these appear to be associated with hair. follicles and sebaceous glands. 


Course: The lesions in the axillae and groin were diagnosed as hidrodermatitis sup- 
purativa and treated by excision and grafting, without recurrence of the eruption. 
The acne lesions have been treated by diet, autohemotherapy, autogenous 
vaccines, antibiotics, and planing. 
The ears have received no local treatment other than antibiotic drops, and are 
not being treated currently. 


DISCUSSION 

Dr. ABRAHAM J. OrFuss: I obtained a history from the man that he developed a flare-up 

of a dermatitis of the ears, every time he developed new pyodermic lesions either in his groin 

or in his axillae. I don’t know what the clinical picture of the ears showed at that time. In view 

of this history, however, I should like to offer the diagnosis of “solid edema” of the ear such as 

occurs with repeated pyogenic infections. I believe we are dealing here with a case of chronic 
recurrent low-grade pyogenic infection with secondary “solid edema.” 


Dr. Maurice J. CostELto: I agree with the diagnosis of the last speaker, but I think this 
picture clinically is that of solid edema, chronic lymphangitis,-probably secondary to the external 
otitis media. We don’t see this condition as frequently since we have had the sulfonamides and 
antibiotics. I am sure this patient will respond to a course of sulfapyridine or Promacetin, or 
one of the sulfonamide drugs, which are less expensive than antibiotics and are more effective. 
This condition can occur anywhere on the body as well as on the ears. 


Dr. ArtHuR B. Hyman: The sequence of events also bears out the correctness of Dr. Orfuss 
and Dr. Costello in their suggestions. This patient had severe acne. It went on, with superadded 
pyoderma, to acne conglobata, and the pyoderma of the apocrine glands in the axillae and groins. 
Pyoderma affecting the ear has resulted in secondary and solid lymphedema. I think the term 
“otophyma,” although morphologically correct, should not be used here because it is borrowed 
from the term rhinophyma, which is an exaggeration of rosacea. This, the patient has not. The 
term “mentophyma” has been used for rosacea-like thickening of the chin, but this thickening 
of the ear is not of similar origin, and we should not create the term “otophyma.” 


Dr. OrLANDO CANIzARES: The problem of this patient is that he is losing his hearing 
because of an obstruction at the opening of the ear canal. When I first saw him I was impressed 
by the resemblance of this swelling to rhinophyma. The mass is soft and greasy, and the opening 
of the follicles is patulous. It does not resemble the fibrotic appearance and consistence of solid 
edema. There is no history of relapsing cellulitis; the patient has received large amounts of 
sulfonamides and antibiotics without improvement. The surprising finding was the histologic 
report showing no enlargement of the sebaceous glands but only cystic lesions. On clinical 
grounds only, we suggested the name of otophyma as a hypertrophic type of reaction resembling 
rhinophyma and mentophyma (Riordan, T. J.; Canizares, O., and Morris, G. E.: Folliculitis of 
the Chin with Enlargement Resembling Rhinophyma: “Mentophyma,” Arch. Dermat. & Syph. 
45:963 [May] 1942). This condition is probably related to his acneform eruption. I was hoping 
to receive some suggestions as to treatment. The otorhinolaryngologists suggested radiation 
therapy, but I am more inclined to use electrosurgery. A partial destruction of the mass would 
allow sound to pass through and facilitate the hearing of the patient. 


Dr. Maurice J. CosteEtLo: Has this patient had recurrent erysipelatous attacks in that 
location as the result of external otitis? 


Dr. ANDERSON: No, he has not. 
634 






























































UMI 


SOCIETY TRANSACTIONS 


Lichen Planus, Hypertrophic. Presented by Dr. GEorce M. Lewis for Dr. Mitton ReEItscuH. 


Duration : 
Sites : 
History : 


Examination : 


Laboratory 
Data: 


Biopsy : 


Course : 


Fifteen years. 

Hands, elbows, prepuce, legs, ankles, and feet. 

A 55-year-old Italian-born grocer developed a nonpruritic, scaly eruption 
on the anterior thighs and on the hands 15 years ago while recovering from a 
“nervous breakdown.” After seven years he had a widespread eruption involving 
the hands, elbows, penis, thighs, legs, and feet. Crusts heaped up on the soles 
and made walking difficult. On two occasions ulcers appeared on the calves 
and healed, leaving scars. The eruption has been static for the past seven years. 
The patient admitted taking bromides over a long period of time, but not in 
recent months. Past history includes an ulcer of the palate in March, 1953, 
which cleared under treatment at Memorial Hospital with Zephiran troches and 
penicillin. Family history is not contributory. 

A purplish, linear, symmetrical, fungating eruption on the dorsum of the 
hand, on the palms, elbows, tip of prepuce, legs, ankles, and dorsum of the feet. 
The soles show boggy purple skin. 

Mycology: nail, sole and arm—no growth. Mazzini: negative reaction on 
two occasions. Blood bromides: negative. Urine: normal. Culture from palate 
ulcer, March, 1953—Candida (Monilia) albicans. Dark-field examination of 
palate ulcer—negative. 


Biopsy of palate ulcer: “ulcerated granulation tissue with acute endarteritis, 
etiology undetermined.” : 

There is marked hyperkeratosis, some parakeratosis, and irregular acanthosis 
of the epithelium. The basal layer shows degeneration due to pressure of a heavy 
infiltrate which hugs the epidermis. This infiltrate is very vascular and shows a 
definite increase in size and number of capillary loops. The cells are pre- 
dominantly lymphocytic. The section is not characteristic but is consistent with 
lichen planus. 

Diagnosis: hypertrophic lichen planus. 

Penicillin therapy given for the ulcer of palate had no effect on skin lesions. 
A keratolytic ointment removed the scales. The dorsum of the left hand received 
five weekly superficial x-ray treatments of 75 r, with some improvement. The 
patient has received 10 injections of bismuth subsalicylate, 1 cc., each since July 
10, 1953, with no change. 

After failure to respond to previous treatment regimens, the patient was 
restudied. C. albicans was cultured from the mouth, nose, and stool. Biopsy 
specimens were restudied with Hotchkiss-McManus stain. No fungus was seen 
in the sections. 

A course of Mycostatin, 500,000 units three times a day for 10 days (April 
6-16). He was given acriflavine-gentian violet troches concomitantly with Chloro- 
mycetin, 250 mg. three times a day. There was no change. 

On April 20, 1955, the patient started on saturated solution of potassium 
iodide, one drop three times a day. This treatment was discontinued May 1, 
because of substernal distress. 

Because of the granulomatous clinical appearance of the lesions, calciferol 
was given orally, 50,000 units three times a day, May 18 until June 22, without 
improvement. From June 22 until the present, at the suggestion of Dr. Frank C. 
Combes, the patient was given mercury bichloride 3 mg. three times a day. There 
has been gradual improvement. Because of episodes of abdominal cramps, the 
patient is now taking one capsule daily. 


DISCUSSION 


Dr. Rupotr L. Barer: I noticed in the history that Dr. Lewis and Dr. Reisch did consider 
a bromide eruption, which is a possibility on the basis of clinical findings, and also that they 
studied these lesions for fungi, with negative findings. Clinically, the possibility of a monilial 
granuloma still should be considered. We had a case of monilial granuloma at the Skin and 
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Cancer Unit which has been published by Drs. Pluss and Kadas aad which, in some respects, 
showed quite a bit of resemblance to the lesions which are seen in Drs. Lewis and Reisch’s 
patient. I don’t think one can make much of the findings of Candida in the oral cavity and in the 
stool of this patient. However, it does not speak against the possibility of a monilial granuloma. 

Dr. ArtHuR B. Hyman: On purely histologic ground it would be difficult to get away 
from a diagnosis of lichen planus, but it differs entirely from the clinical impression. In the 
vast literature of lichen planus very vascular lesions have been described. One finds extreme 
histological variations in lesions of lichen planus. This is essentially an inflammatory condition 
of the upper cutis associated with distinctly lichen-planus-like epidermal changes. Till a better 
clinical diagnosis is offered, which is also histologically acceptable, we should accept this histo- 
logic diagnosis, which is at least clinically possible. 

Dr. Frank C. Comes: I had the good fortune to see this patient when he was really bad. 
At that time one would not remotely consider lichen planus as the diagnosis, but the histo- 
pathology was typical. Tonight he is 75% better. In hypertrophic lichen planus one does not 
expect response to therapy that usually follows ordinary lichen planus. One must resort to 
destructive methods using caustics or even surgical excision. In this patient the eruption was so 
extensive that one could not resort to either of these methods. I suggested the administration 
of mercuric chloride by mouth, starting in doses of 0.003 gm. t. i. d. p. c., an old and tried 
remedy. It was originally suggested by Liveling, and Norman Walker stated that there was in 
his opinion no remedy superior to it, a statement in which I concur. However, it is difficult to give. 
Although preferably given intramuscularly in doses of 0.006-0.01 gm., it is painful. It is interesting 
that, if you give it by mouth (in triturates) and the patient gets diarrhea, there is little improve- 
ment. However, if the patient has some frequency of urination, it is proof of absorption, and 
the eruption rapidly subsides in a week or ten days. 

Some recommend mercuric iodide as less irritating. This patient was given the chloride by 
mouth and improved within a week. It was really phenomenal. He was started on doses of 0.003 
gm. t. i. d. p.c. : 

Dr. GeorceE M. Lewis: If the treatment is not lethal to our patient, we hope to cure him. 
This is an example of an extensively distributed hypertrophic lichen planus and exhibiting 
unusual variety of spiny processes. This would hardly fit into the cases that Dr. Baer mentioned. 
The presence of C. albicans in the mouth does not mean anything in a patient of this age, since 
this fungus resides saprophytically in that location in 80%-90% of the normal population. The 
histology is compatible with lichen planus. It is well known that hypertrophic lichen planus is 
often one of the more difficult diseases with which we deal. 


Case for Diagnosis: Purpura Annularis Telangiectoides (Majocchi) (7?) Presented by Dr. Douctas Torre. 

Case for Diagnosis: (?) Erythema Multiforme Bullosum; Pemphigus. Presented by Dr. SAMUEL M. PEcK for 
Dr. S. CHIANTELLA, 

Dermatitis Venenata Due to Ragweed Pollen. Presented by Dr. OrLANDO CANizAREs for Dr. HASKELL ROSEN- 
BAUM. 

Chronic Dermatophytosis and Recurrent Erysipelas-like Eruption. Presented by Dr. Frank E. CorMia. 

Boeck’s Sarcoid. Presented by Dr. Jerr Davis for Dr. HASKELL ROSENBAUM. 

Actinic Sequela with Secondary Calcinosis Cutis. Presented by Dr. JoHN DOUGHERTY. 

Hypertrophic Lichen Planus. Presented by Dr. JoHN DouGHerty for Dr. WILLIAM ANDERSON. 

Hypertrophic Lichen Planus. Presented by Dr. CHARLES SHEARD for Dr. WILLIAM ANDERSON. 

Kaposi’s Hemorrhagic Sarcoma. Presented by Dr. DouGLAs Torre for Dr. WILLIAM ANDERSON. 

Hereditary Edema of the Legs (Milroy’s Disease). Presented by Dr. Douctas Torre for Dr. HASKELL 
ROSENBAUM. 

Acanthosis Nigricans. Presented by Dr. ALEXANDER YOUNG. 

Kaposi Sarcoma. Presented by Dr. ALEXANDER YOUNG. 

Lupus Erythematosus. Presented by Dr. ALEXANDER YOUNG. 

Lichen Planus (Hypertrophicus). Presented by Dr. ALEXANDER YOUNG. 

Mycosis Fungoides. Presented by Dr. ALEXANDER YOUNG. 


Timothy J. Riordan, Chairman 
Wilbert Sachs, Secretary 
Noy. 1, 1955 


Psoriasis: An Interesting and Perhaps Distinctive Response Following Quinacrine 
Therapy. Presented by Dr. Victor H. Witren and Dr. Marton B. SULZBERGER. 
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Summary A man aged 34 is presented in order to call attention to what may prove to 
of Data: be a highly characteristic response of psoriatics to oral quinacrine (Atabrine) 
therapy. This therapeutic approach was attempted after the report of Ziprkowski, 
Haim, and Bank (Acta med. orient. 13:45, 1954) in which they review the results 
of the treatment of psoriasis with quinacrine and call attention to six of nine 

patients responding in the same typical manner. 

Since the onset of this patient’s psoriasis in 1944 (at which time arthritic 
symptoms were noted also) many forms of therapy have been used. The most 
effective have been Aminopterin in large doses and later residence in southern 
Florida. Even these at one time beneficial therapeutic measures soon lost their 
effectiveness. 

Following the regimen reported by Ziprkowski and co-workers, quinacrine in 
doses of 300 mg. daily was started on May 27, 1955. At the time of beginning 
the quinacrine administrations the patient presented numerous huge sharply 
demarcated plaques of chronic psoriasis and some arthropathy of the hands and 
feet. On June 14, i. e., 18 days after starting the Atabrine, a blotchy eruption 
was noted over all of the body; the quinacrine was discontinued. On June 16 
the patient was admitted to University Hospital because of chills, general malaise, 
and a nonpitting edema of the ankles. The temperature was 100 F and an 
erythematous macular eruption was disseminated on the areas of previously 
clinically normal skin between the psoriatic patches. The dermatitis then rapidly 
developed into a typical severe exfoliative erythroderma, and there was a 
complete desquamation of all of the skin of the body, including the hands and 
feet, which peeled almost in toto, the keratin coming off much like gloves and 
sandals. Only the face remained exempt from the general desquamation. All 
but a few of the psoriatic patches were completely shed. On soothing topical 
therapy and corticotropin gel by injection the generalized redness gradually 
lightened. Hydrocortisone by mouth was then substituted for the corticotropin 
gel, and the patient was discharged from the hospital on June 29. 


Since then, and in spite of intensive topical therapy and oral steroids, there has 
been a gradual recurrence of the psoriatic involvement, although in no way as 
severe as before the quinacrine was started. 

We have recently treated another patient also with an extensive psoriasis 
en plaque, by adding 100 mg. of corticotropin to the 12.5 mg. of Meticorten which 
was at that time being taken daily. After 18 days of this therapy, swelling of 
the extremities was noted, and soon thereafter there developed a typical severe 
generalized exfoliative erythroderma. 

These two cases confirm the findings reported by the Israeli group and add 
to the evidence that many patients with psoriasis apparently respond in this 
characteristic aberrant way to ingestion of quinacrine. This very high incidence 
of exfoliative dermatitis following quinacrine in patients with psoriasis is in 
sharp contrast to the relatively low incidence of this form of reaction in persons 
with normal skins and in patients with other dermatoses, such as discoid lupus 
erythematosus, for example. 





Preliminary investigations have been carried out on this fascinating reaction 
in psoriasis. It is hoped that these and further studies may add some fundamental 
knowledge regarding the underlying pathogenetic mechanics of this common and 
baffling disease. 


DISCUSSION 

Dr. Paut Gross: This is indeed an interesting case which raises a number of questions. 
First of all, what type of erythroderma did develop after quinacrine therapy? Was it a psoriatic 
type of erythroderma or was it the generalized eczematous type of dermatitis? If it was the latter 
type of reaction, allergy to quinacrine would explain it. The high incidence of erythroderma in 
psoriatics treated with quinacrine speaks against the allergic mechanism and favors a specific 
susceptibility of the psoriatic skin to the toxic effect of quinacrine. One can further speculate 
whether this toxic side-reaction took place in the cellular enzymes of the skin or whether the 
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erythroderma resulted from a hepatotoxic effect. The extensive biochemical studies on the 
mechanism of quinacrine toxicity published during the Second World War may give some 
clues to this remarkable phenomenon. 

Dr. SAMUEL Peck: During the war years or shortly thereafter we saw all sorts of reaction 
from quinacrine. The particular point, as I recall from reading the history, was not that a 
possible quinacrine eruption was seen—that would not be unusual—but that maybe psoriasis 
responds peculiarly to quinacrine, responds peculiarly in the sense that the psoriatic lesions may 
clear up and then they are very prone to this type of toxic eruption. So the point I think of 
in discussion is whether in psoriasis if we use quinacrine we face an unusual possibility of either 
an exfoliative dermatitis or a severe erythrodermc reaction. Were we not dealing with psoriasis, 
then the eruption per se would not be an unusual toxic eruption following quinacrine. Psoriatics 
are different because, as we know, many of them react differently to. light (ultraviolet) than 
normal persons. Furthermore, the psoriatic lesion often reacts differently than unaffected areas. 
It might be worth while to see if it is the light-sensitizing factor due to the quinacrine which is 
mainly responsible for initiating the exfoliative dermatitis in patients with psoriasis. 


Dr. Harvey BLanx: The wartime studies of large series of cases of Atabrine dermatitis 
failed to reveal a light factor in the majority of cases. No reasonable explanation of the develop- 
ment of dermatitis was found in most. of the apparently normal subjects taking quinacrine. 
One of the few positive findings, however, was the observation that patients who developed an 
exfoliative dermatitis almost uniformly had a positive patch test. Those who developed lichenoid 
or eczematoid or lichen-planus-like eruptions were usually patch-test negative. A patch test in 
this patient might indicate whether this is an exfoliative eczematous pene due to quinacrine 
or whether it is a peculiar reaction to psoriasis. 


Dr. HERMAN GoopMAN: I would ask, has the patient been subjected to examination under 
fluorescent, the black, light? I recall the first patient I saw, with the lichenoid type—I did 
not have the privilege of seeing the exfoliative type—showed fluorescence of skin which was 
allied to the fluorescence we had from quinacrine. Second, what they attempted to do tonight 
was to give us a biological mode of differentiating the true psoriasis from psoriasis-like eruption. 
I think that is one point we ought to determine—whether it is the opinion of Dr. Sulzberger and 
his workers here, who bolster the reports in the literature, that true psoriasis will give us this 
type of eruption on 18 days of quinacrine. 


Dr. ABRAHAM J. OrFuss: In discussions with my colleagues who have used Aminopterin in 
the treatment of psoriasis, I hear stories of the patients going through similar psoriatic erythro- 
dermas. I should like to ask the presenter whether this erythroderma’ that occurs in 18 days with 
the quinacrine treatment might be similar to the erythroderma that occurs in the cases that have 
been treated with Aminopterin. 


Dr. Marion B. SuLzBERGER: Of course, Dr. Gross’s points are all very well made and he 
has listed the main types of studies which still have to be done. This case presentation is just a 
first step intended to confirm and illustrate the fact that this type of reaction occurs in psoriatics. 
The exfoliative erythrodermas in these cases have been real exfoliative dermatitis, even including 
scarlet-fever-like desquamation, and not merely eczematoid. The man here presented had real 
glove-like desquamation of the hands and feet, and generalized desquamation which then turned 
into what looked like a psoriasiform erythroderma but was never really eczematous. Later, 
he presented a typical exfoliative erythroderma of psoriasiform appearance. What Dr. Peck 
said about quinacrine eruptions occurring during the war is so, except that the characteristics 
of the quinacrine eruptions in “normal” men during the war were, as a rule, quite different from 
the present exfoliative erythrodermas, and the incidence of wartime quinacrine eruptions was 
infinitely smaller than the incidence of the eruptions we now see in psoriatics receiving quinacrine. 
Ziprkowski and co-workers have reported exactly this type of exfoliative eruption occurring in 
six out of nine of his cases of psoriasis receiving quinacrine, and there are some additional ones 
which he has reported in his correspondence with us. We ourselves have now seen this eruption 
occur in two out of two cases; that is, two patients with psoriasis to whom we gave quinacrine 
both developed these erythrodermas. The characteristic eruptions quite uniformly developed 
between 12 and 27 days after the beginning of quinacrine administration, most of them around 
the 18th day. 
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Dr. Harvey Blank’s questions as to whether the reactions are allergic or not, and whether or 
not the patch-test reaction to quinacrine is positive, are very well taken. That is another type of 
study which must be pursued. As far as fluorescence is concerned, Dr. Goodman’s suggestion is 
a good one, too, except for the circumstance that one finds fluorescence in practically anyone who 
has received sufficient quinacrine, not only in erythrodermas but in lichen-planus-like eruptions 
and in “normals,” mostly in the fingernails. What we are really trying to confirm by this 
presentation is that most psoriatics seem to differ from normal persons in their reactions to 
quinacrine (and incidentally also to chloroquine and perhaps many other quinoline derivatives). 
Patients with psoriasis seem to differ from people with so-called normal skins as well as from 
patients with chronic discoid lupus erythematosus and with other dermatoses in their tendency 
to develop this particular type of reaction. When you think that literally hundreds of thousands of 
people, maybe millions, got quinacrine prophylactically during the war, and consider the relatively 
low incidence of any kind of eruption and the very, very insignificant incidence of exfoliative 
erythrodermas in these lesions, as well as the low incidence of quinacrine eruption in the 
thousands of patients with lupus erythematosus who have received this drug, as compared with 
something like 11 out of 13 or 11 out of 14 psoriatics now known to have developed this kind 
of eruption, it is conservative to conclude that this seems to be a distinctive feature on the part 
of many psoriatics. In closing, I should like to say most emphatically that neither Ziprkowski nor 
we recommend quinacrine therapeutically in psoriasis even though the patients improve for a 
short period after the erythroderma. Their skin peels off and with it the big plaques of psoriasis. 
One can manage the erythroderma in various ways, and then the skin becomes clear and may 
_remain so even months afterward. However, usually the plaques of psoriasis return just about 
as before. While we do not recommend quinacrine therapeutically, we do intend to use it as a 
means of study, which we hope may lead to some clue to the elucidation of some aberrant 
mechanisms which you heard referred to by Dr. Gross and others as being of probable basic 
significance in the mystery called psoriasis. 


Dr. Victor H. Witten: Dr. Ziprkowski treated several psoriatic patients with chloroquine 
and with the same response; his patients as well as our patients were not exposed to the sun, 
thus ruling out a photosensitivity reaction. It is interesting that one of Ziprkowski’s patients 
developed the exfoliative erythroderma 12 days after starting the quinacrine; when at a later 
date he again developed psoriasis and was treated with quinacrine he developed exfoliation again 
in 12 days. 


Cryoglobulinemia. Presented by Dr. Jack Wo rF. 


History : A 70-year-old white man is being preserited from the New York Skin and 
Cancer Unit with an eruption on the hands, feet, and nose of some 12 years’ 
duration. 


For the past 12 years, with the onset of cold weather, hemorrhagic areas 
appear on the hands, feet, and nose. This process continues throughout the entire 
winter and ceases only with the advent of warm weather. The eruption is asso- 
ciated with a moderate degree of discomfort, chiefly that caused by the associated 
swelling of the hands. 


Examination : The patient presented irregularly shaped, smaller and larger, deep red and 
violaceous-colored macular areas disseminated over the dorsal and palmar 
_ aspects of the hands and fingers. Scattered pinpoint hemorrhagic spots were 
disseminated throughout. The dorsal and plantar aspects of the feet were 
similarly but more mildly involved. Lesions had been present on the nose but 
these were now entirely healed. 

Laboratory (1) Urinary findings: normal; (2) CBC: WBC—7800; Polymorph.—61% ; 
Data: Eos.—3%; Monocytes—3%; Lymph.—33%; platelets: 320,000; (3) cryo- 
globulins: precipitate on bottom of the tube of serum after 24 hours at 4 C. 
Histologic report by Dr. A. B. Hyman: “There is massive extravasation 
of blood elements in the papillae and subpapillary cutis. The adjacent epidermis 

shows mild acanthosis of rete pegs. The inflammatory reaction is mild.” 


Microscopic Diagnosis: Purpura. 
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The following studies were ordered but have not yet been reported on: (1) 
roentgenograms of the long bones; (2) total globulins; (3) ophthalmologic 
examination; (4) liver function tests. 


DISCUSSION 

Dr. Dovuctas P. TorrE: The commonest manifestations of cryoglobulinemia are purpuric 
lesions or mottling of the skin of the extremities and intolerance of heat and cold. Cryoglobulin, 
which seems to be a gamma globulin, is present in the blood of a significant percentage of people 
without symptoms. It has to be present in a quantity to cause symptoms, probably 20 mg. per 
100 cc. or above. It is easily determined by chemical analysis. One of the ophthalmologists at 
New. York Hospital experimented with one case. After applying cold.to the eyeball, he. could 
see sludging of the blood cells in the retinal vessels. The hanging-drop method is also very easy 
to do. The blood will precipitate below body temperature and go back into solution if reheated. 
Cryoglobulins seem to be a product of plasma-cell degeneration or proplasma-cell degeneration. 
Multiple myeloma is by far the commonest pathologic disorder in which cryoglobulinemia is 
found, but many other disorders have been associated with this finding. The moral is that while 
cryoglobulinemia may explain the symptoms, we must look further to find what disorder is 
causing the cryoglobulinemia. 


Dr. Geratp Macuacex: First of all, the amount of this cold-precipitable globulin, which is 
evidently a gamma globulin, varies greatly from something like 20-22 mg. up to almost 2 gm. 
The fact remains, however, that the precipitated globulin may appear at relatively high tem- 


peratures. In other words, if the temperature of an extremity falls to 34 C (93.2 F), then it - 


may precipitate, and of course if heated it is redissolved. It is usually missed because the people 
observing the patient think that there is a blood flow, and for that reason they do not study it 
adequately. We occasionally find it in the plasmacytochromas, but it may be found in other 
diseases. In fact, the Army reported a large number of cases of kala-azar, and in about a third of 
them they found the cryoglobulins were present. There is another interesting thing, that on 
occasion when blood clots are done, you will find simulation of the lupus erythematosus 
phenomenon, although it is said there is a little difference, i. e., no lysed nuclei but proteinoid 
material. The sediment which comes down evidently the polymorphonuclear leucocytes will ingest, 
but it is presumably paler from the descriptions that I have read. 


Cryoglobulinemia may be found as an idiopathic, unexplained condition. It may be found in 
bacterial endocarditis, bronchiectasia, lymphosarcoma, Hodgkin’s disease. The histology of 
autopsy cases shows there is a proteinoid deposit within the terminal arterioles, which I would 
not say accounts for it, but there occasionally have been cases reported where there has been 
definite gangrene and enucleation. There is a great deal more to it than that. The fact remains 
that you do also have autoenucleation of the red blood cells, and, as was mentioned, blood 
sludging which can be seen in the retinal arteries, so that you infrequently get retinal hemor- 
rhages up to the point of blindness and you do get deafness. You may confuse it with other 
conditions, as the thrombopenic purpura so-called, which is not dissimilar, except that it is more 
rapid in its course and there is fever, but in these cases there are histories of purpura of long 
duration with the Raynaud-like manifestation. 


Dr. Jack WotF: In the American Journal of the Medical Sciences 1947, A. Bunsen Lerner 
reported on a case of unusual purpura associated with a high concentration of cryoglobulin in the 
blood. After these initial findings Lerner studied a series of cases, chiefly multiple myeloma, but 
also many constitutional states, in which either a trace or a considerable amount of cryoglobulin 
was found in the blood. Patients giving a history of purpura following exposure to cold 
should be studied from this aspect. In fact, cryoglobulin studies may well be performed in purpura 
generally, especially those of obscure origin. In this particular instance the patient gave a history 
of purpuric manifestations limited to the hands and feet and the nose, the areas which would 
become coldest on exposure to relatively cold weather. With the onset of the cooler weather, this 
very month, he developed definite and quite pronounced purpuric manifestations of a peculiar 
racimose character on the hands and feet. The eruption on the hands tonight was not well 
developed. We have had occasion to.see it when it was well developed. On the basis of the history 
cryoglobulin studies were performed. Preliminary studies showed definite precipitation at 40 C 
and considerable precipitation at the end of 24 hours. 
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Melanotic Freckle (Hutchinson). Presented by Dr. Frances PASCHER and (by invitation) 
Dr. ALFRED W. Kopr. 


History : A woman 65 years of age. Approximately seven years ago on the external 
aspect of the right arm the patient developed a 2 cm. brownish-black, flat lesion, 
which gradually spread over the surrounding skin until it enlarged to its present 
5 cm. size. The lesion remained pigmented over its entire surface during this 
time, but approximately four months ago some of the central areas became 
atrophic and depigmented. For the past year portions of the surface have 
become scaly and crusted. Three weeks ago the patient caught a garment on the 
lesion, tearing the superficial portion, resulting in profuse bleeding. 

Examination : On the extensor aspect of the right arm there is a 5 cm. roughly circular 
area of intense brownish-black mottled pigmentation with a well-defined but 
irregular border showing a slight inflammatory halo. The lesion is only slightly 
raised above the surrounding normal skin and shows superficial scaling and some 
crusting and oozing. In the center of the lesion there is a 5 by 3 mm. raised, 
black nodule, which has a crusted, scaly surface. Several depressed areas near 
the central portion show atrophy and depigmentation. There are no palpable 
axillary or supraclavicular lymph nodes. 

Histopathology: (Read by Dr. Charles Sims.) Masses of pleomorphic nevus cells are noted 
invading upward into the epidermis. Many of these cells are pigmented. The 
cytoplasm is foamy. A moderate, inflammatory protective reaction is present in 
the upper cutis. 

Diagnosis: Pigmented nevocarcinoma. 

Course : The patient was presented to the University Hospital Tumor Conference, at 

which time it was recommended that complete surgical excision be performed. 


DISCUSSION 

Dr. Maurice J. Costetto: I think this type of lesion does not offer the same prognosis 
as the malignant melanoma. This is a lesion that has been present for seven years. I don’t think 
anything radical should be done to this patient, such as a radical operation by surgery. I think 
it offers a much better prognosis when malignant melanoma occurs on the face or foot. 

I have had a patient now for the last six or seven years, that I have presented from time to 
time at the New York Dermatological Society, who has had an eruption similar to this. We 
removed the keratotic lesions. She is now 78 years of age, and the chances are she will die of 
some other cause. 


Dr. Victor H. Witten: What Dr. Costello says regarding the prognosis of the melanotic 
freckle and regarding surgery is very important. Recently we presented such a case before a 
conference attended by surgeons and they were not familiar with this entity. Melanotic freckle 
must be differentiated from malignant melanoma clinically whenever possible, as the prognosis 
is different. If the clinical diagnosis of malignant melanoma is made, it is not likely that a biopsy 
will be ventured. Instead the surgeon will do radical surgery just as he will for a melanoma. I 
think it is important that we as dermatologists recognize this entity and call it to the attention 
of the nondermatologists so that they will be in the position to know what type of therapy is 
required for these patients. 

Dr. WiLBeER Sacus: Do you or don’t you agree, regardless of the diagnosis, that this lesion 
has to be completely removed, no matter how you do it? 

Dr. Victor H. Witten: I do agree to that. This lesion however, showed microscopic 
findings beyond those one ordinarily finds in melanotic freckles. In the ordinary melanotic freckle 
the degree of surgery need not be as extensive as if it were a malignant melanoma that was 
being excised. 

Dr. ArtHuR B. Hyman: Histologically it is a nevocarcinoma. It can hardly be called early 
in view of the fact that it has lasted seven years. One might call it superficial. The important points 
are that, though it has the histology of nevocarcinoma, there are on pathologic grounds reasons 
for differentiating it from the more ordinary nevocarcinoma, the prognosis is so much better. 
The danger of metastasis is considerably smaller, and therefore a much less radical excision is 
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necessary than one would ordinarily use in nevocarcinoma, That means that a good clean local 
excision with a reasonable margin of normal tissue would ordinarily be sufficient without doing 
the lymph node removal, 

Dr. CHARLES MILLER: I agree with the histological diagnosis of nevocarcinoma. I raise 
the question as to whether we are justified in doing any surgery. In the past five or six years I 
have seen a number of cases where surgery was done; each of these cases terminated fatally. 
The woman has got along for seven years. I feel that we shall not gain a single thing by removing 
this lesion. If it is going to metastasize, it is going to whether we remove it locally or not. I have 
had similar cases in my own practice where resection of an extremity was done, only to be 
followed by a fatal outcome six to eight months later. I think we are just as well off to leave this 
patient alone. There is nothing to gain by major surgery. 

Dr. SAMUEL B. FRANK: I agree with those who regard this lesion as a melanotic freckle. 
It should be pointed out, however, that one area seems to show malignant activity. The lesion 
should, therefore, be managed with this possibility kept in mind. 

Dr. ALFRED W. Kopr: Although Hutchinson first described this condition as senile freckle 
or infective melanotic freckle, it was Dubreuilh in 1912 who collected the largest series of cases 
cf this peculiar condition. The disease occurs most frequently after the age of 40, although it 
has been reported in the second to the seyenth decade. It usually is present for about 10 years 
before it begins its malignant phase. The clinical features are quite characteristic in that it is a 
brown fleck which gradually enlarges, has a very irregular border, a mottled appearance, and has 
a tendency to spontaneously regress in the center. The lesions can either remain in the pre- 
cancerous phase, or transform to the cancerous phase in about 33% of cases. It has been brought 
out by the discussers that the prognosis here, is much better than in other melanomas not arising 
from melanotic freckles. This one happened to be on the extremity, where the prognosis is 
reported to be less favorable. It is intended to locally excise this lesion and not do a node dis- 
section. 


Epidermolysis Bullosa Dystrophica (Possibly Caused by Sulfonamides). Presented by 
Dr. Davip BLoom. 


Reason for The appearance of the eruption at the age of 32, following medication, together 

Presentation: with the absence of any familial history, indicates the possibility that the eruption 
has been caused by sulfonamides. 

History : A man aged 48, born in the United States of Polish extraction, developed 
in 1939 a generalized bullous eruption which followed an attack of influenza 
which was treated by some medication unknown to the patient. The eruption 
gradually assumed the appearance of epidermolysis bullosa. The eruption involved 
the hands, forearms, feet, legs, and oral cavity, and consisted of serous and 
hemorrhagic bullae which followed an apparent trauma or appeared spon- 
taneously. The patient had a complete remission from 1943 to 1945. Since then 
exacerbations and partial remissions have taken place. 

Eruption : The eruption consists now of a moderate number of bullae, mostly on the 
extremities, with a great number of denuded areas which are the remnants of 
previous bullae. Many scars caused by previous bullae are seen. 


Family Seven siblings and the parents are free of the eruption. The parents are not 
History : related. 
Treatment : Some improvement has been noted following steroid therapy. Improvement 


was also noted following Diamox administration. However, remissions have 
been observed without any therapy whatsoever. 


Laboratory These were normal except for some increase in the sodium content of the 
Findings : blood on several occasions. 
DISCUSSION 


Dr. Rupotr L. Baer: This patient was given Diamox, which apparently neither benefited 
the eruption nor made it worse. Diamox, a carbonic anhydrase inhibitor, contains sulfonamide 
in its molecule. I should have assumed that if sulfonamides played an important causal or 
contributory role in this case of epidermolysis bullosa the administration of Diamox would have 
made the eruption worse. 
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Dr. Heren Curtu. I should like to mention the possibility that this patient is suffering 
from the hereditary type of epidermolysis bullosa, however, with a late onset in life, so that his 
condition is either completely unrelated to the sulfonamides or the disease preceding the 
sulfonamides, or one of these two factors may have acted only as a trigger. I am aware of the 
fact that nobody else in the family of the patient suffers from the disease, but I should also 
like to mention that the patient is the oldest brother of seven siblings. The other brothers or 
sisters may not yet have reached the age when in this family the dermatosis erupts. 

Dr. AntHony N. Domonkos: I just wanted to mention that perhaps epidermolysis bullosa 
should be considered in the category of precancerous dermatosis, as evidenced by the fact of the 
one case two years ago presented by Dr. Andrews in a young man of 33 years of age with the 
congenital type of epidermolysis bullosa, who developed squamous-cell epitheliomas on the back 
and extremities. 

Recently, within the last few weeks, we have had another case at the Presbyterian Hospital, 
a similar case of congenital epidermolysis bullosa. This young man is also 33 years of age, and he 
developed squamous-cell epithelioma on the elbow and a basal-cell epithelioma on the thigh. 
Therefore not as a definite entity is this to be considered, but we should consider it as a 
precancerous dermatosis and should keep in mind that in this type of disease where there is 
atrophy of the skin, prolonged insult to various parts from various physical trauma may induce 
epitheliomas. 

Dr. ArtHuR W. Grace: I do not see why this case is not a straightforward case of 
pemphigus. The patient has lesions on the top of the scalp; he has lesions in the mouth, certainly 
on the dorsum of the hands, on the elbows, and other sites. They might be regarded as a 
Nikolsky phenomenon. He has lesions on the genitals, scrotum, and penis, sites frequently met 
with, and lesions on the perianal areas, all the areas where pemphigus is found. I think if this 
man were given some heavy doses of a steroid he probably would have a decent, excellent, 
uneventful recovery. 


Dr. Maurice J. CostELLO: We have studied this man for the last 8 or 10 years, and his 
eruption is an established case of epidermolysis bullosa. The one point I should like to bring 
out is this, that all patients who have epidermolysis bullosa, especially if they have had it since 
infancy, should have a barium swallow test because they frequently have a bifurcate esophagus 
er a diverticulum of the esophagus. Even if this is not demonstrable on x-ray, every patient who 
has epidermolysis bullosa of this duration will tell you that he no longer tries to eat solid food 
because of difficult deglutition. This patient tells us tonight that his food must be mashed up before 
he can swallow it. That is a very important consideration. Incidentally, speaking of a pre- 
cancerosis, there is no question of the possibility of this eventuality. This was true in the cases 
that Dr. Buncke and I described of dyskeratosis congenita. Dr. Garb also described this complica- 
tion. Carcinoma in patients with this disease usually occurs in the mouth or anus. 


Dr. Davip BLoom: Many hereditary diseases are known to be duplicated by nonhereditary 
factors alone. When we are dealing with a dermatosis which appears late in life and no criteria 
for heredity are available, how can we know with certainty that we are dealing with geno- 
dermatosis? When one sees again and again cases giving a history of some general sickness for 
which medication like sulfonamides is given, followed by a generalized bullous eruption which 
has the appearance of a toxic or erythema multiforme bullous eruption which gradually assumes 
the appearance of epidermolysis bullosa dystrophica, one has logically and seriously to consider 
that one may be dealing with a dermatosis produced by a nonhereditary agent, a toxic drug. I 
have brought this out and believe that I have proved it in my article in the New York State 
Journal of Medicine (53:1077 [May 1] 1953). 

In answer to Dr. Baer, who does not believe that sulfonamides can be the cause of the 
epidermolysis bullosa in this patient because ingestion of Diamox did not produce an exacerba- 
tion of the eruption, I wish to state that the mechanism of the damaging action of sulfonamides 
on the skin seems not to be so simple. My conception of the mechanism is that we are dealing 
not merely with an allergic but with an allergotoxic effect in which the toxic factor is marked. 
Many cases were reported at the beginning of the era of sulfonamides, around 1940, where a 
bullous eruption caused by sulfonamides lasted only six months and then underwent involution. 
We were dealing then with a reversible mechanism. In the cases which I have seen and published, 
and to which I believe this case possibly belongs, the toxic effect is so great that irreversible 


643 





A. M. A. ARCHIVES OF DERMATOLOGY 


damage has been done. Another point to be considered is that the patient may well be hyper- 
sensitive to some sulfonamides, like sulfanilamide or sulfathiazole (drugs which were available 
in 1939) and not be sensitive to a drug like Diamox. Thirdly, it is 16 years ago that the damage 
to the skin of this patient took place. Is it not conceivable that he lost his allergy to sulfonamides, 
although the results of the previous damage is still evident? 


Disseminated Lupus Erythematosus. Presented by Dr. Maurice J. CosTELLO AND Dr. DANNENBERG. 

Erythema Possibly Due to Light Sensitivity Caused by Thorazine. Presented by Dr. NATHAN SOBEL. 

Tuberculid of the Face. Presented by Dr. H. H. BIBERSTEIN. 

Multiple Idiopathic Hemorrhagic Sarcoma of Kaposi (Cured?). Presented by Dr. Davip BLOoM. 

Xanthoma Tuberosum. Presented by Dr. MAX BRAITMAN. 

Sarcoidosis. Presented by Dr. MAURICE J. COSTELLO. 

Squamous-Cell Epithelioma Superimposed on Lupus Vulgaris. Presented by Dr. SAMUEL B. FRANK. 

Pemphigus Vulgaris. Presented by Dr. SINEY J. ROBBINS. 

Leiomyomata. Presented by Dr. JEss—E A. TOLMACH. 

Distinctive Exudative Discoid and Lichenoid Chronic Dermatitis. Presented by Dr. Jack WoLr for Dr. ADRIAN 
NEUMANN. 

Granuloma Annulare. Presented by Dr. Jack WOLF. 

Urticaria Pigmentosa. Presented by Dr. Jack WOLF. 
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